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(57) Abstract 

Compounds represented by general formula ( 1 ) or hydrates thereof, which have a COX-2 inhibitory effect and are useful as drugs such 
as an antiinflammatory agent, wherein R 1 represents linear r branched C,. 7 alkyl, etc.; R 2 represents methanesulfonyl, etc.; and R 5 
represents opti nally substituted phenyl, etc. 
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w m 

>E2 (PGE2) <?)^fiJtlCB8^-r**>fP^->y^— if (COX) Pl«£ 
ftffl«lff<i:-rS^-rP-f Ktt^&ffJ (NSA I D) T** e O^U^6>» P 

g e 2<D^^mt±n<D^^^tmiz^Lx^<omn^m^xi3ij. 
usicfc^xiiPGE 2iz> ^nbo&nnoihmmzimTzftmw&zftK n 

®«3*lTl*fcCOX<fc£&£E#JTafcfclC fi£*£!£COX-1 v 

COX-1 *MtW. COX-2©*^3!iRWfCiaS-r*l\<o^<7) 
fc£tt#»l£*lTO* 3 (1 ) , 2 9-3 6, 1 9 9 5, Bio 

organic & M d. Ch m. Lett. 5 (8), 867-8 7 
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2, 1 9 9 5®. Ua>U ^<D^ffl«um«bHJET**'b<DTtt>a:<, «fcy 
flttlfc C O X - 2 Rl*f^ffl«:^-rill#J^«>e)nTt^. 

&*Btt<bUTftSW5t£Sfcfc£*. -test (1) T«S*i*-f > K-;MRtt 
*5SW(i. H»5* (1) 



& 7U-;u», ^xP7'j-;u«, 7;i/^usp^«<m*»i -7©ifiat) 
)V#=.)\,m> 7^*-;uw^K*tt2- 7(Dfi«t)L< i*#tt«tt<&7;i/ 

+-^»T»*7;i/+-;P*;l/7K-;U«, - (CH 2 ) W -R 4 £ 

tttttt<07JU*^*T«*SnT^T«b Jcl^JRtt 3-6 P 7^* 
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3-6 CD □ 7JU*)l,m. UTOT «>£lM|til£ 

-Ift-a ( 1 ) T^£ft*<t&1&C9S8fCfcl>T, R 1 1Cfctt*&*» 1 - 7 COS 

:/Ptf;i^ i-^Ptr^«» n-^;uai, \-7l-)vm % s-^^u». t 

R ' lC*3lt*£*tt 2-7 CD tfii»t> L< l^ft0l«((D7M^i<h t/Tli» 01 
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«MXI*2«Mrt-*» 5*/t(i6jU»©fe<DT*y, eU2^l4to£#£tf6 

07JU*;U»*Wr*f ^T<D7^*;Urt;U7K-^££;FU fly*.!*. 7-b^;u 
7;P*;US3^K*tt 1 - 4 U< tt^ttt»«07;i/+JP«T*-57^* 

r 1 icfci**7J^-;uw#jMK*tt 2-7 <&ie«t> u< «^ttai=K©7ju^ 

^»T^§7^^r~JU*;U7K^»<!:li, IfoKO&JRSIt 2-7 <DH«t> U < 
tt««<D7;U'Jr-;U«*Wr*r'<T<D7;^z:;^^^-;u»^^u, m*. 

tf, 7^un-f;n, >**«jp>r;ug, tu^S'dim, 2, 

6*U 7";i^-iJM»»^K*|)t 2 - 4 <&ffl«fc 
«©7^=;i«T**7^-^*^3K^;p«^»* n\ 

R ' lCfelt*7^*-JM»#d«ft«Bt 2-7 out U< tttftt»*07**= 
/U«T*57JU*=;U*;i/7K=JWS<»:li* «9K©K*«C 2-7 OlWKtt^. 

(*, 7n£*n4JI*&£0'¥t:f6*l. 7^*-^W^^fttt2-4<DD9«l'6 
U<{i^ttl!ltt07;U^;i/8T**7^*~;PA;U7K-^*^»*L/O e 
R 4 lCfcN**{I8l«T*S&*8 1 - 3 (DE»t) U < l*tttttttt<D7^*;US<!: 

R 4 lCfcl*S&*» 1 - 3 Olfittfc L< li^««l«07^*;USTillft$*lTl> 
T'b«fct>^*tt3'-60*>^P7^^«<i:UTIi, fflAl*, WP^PtMU 
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R'fCfcl**- (CH,) m -R 4 T«t)«n**<»:UTtt. *>*P?P 

tf;PS, >?^>*p:/Ptf;u«, x^->^p^ptf;u» t y^n^p^ 
v*pype;ux^;u«. 2-/f-ji/y^p7Pt;^fjH ( 2-* 
^•>^nynwnfj«. 2-x^i/^p^ptr;Mf L ^ 
•>^pype;ux^». «>^p^n, v*P7>;u*^i,g. ->>>p^> 
f-jum, s^r^vwo^u*, v^pm^us* ->^p^*v;u>^s 
&*u pyp t?;u>5\/us##3; u\ 

R'iutit x&Mk* n-^Pt;H. n-T^u 

>x;U7fc-jug. - j\,m* n-3/p/x>x;U7tv-;us##gu<. 

p h&ob&s tuxit. mxits /\py>i?, Apy>fi&i^TB&£*iTo 

8, £fct*-S (O) B -R* (CuT. nttO-2©Wk«3SU R 6 liK*»1 

-3oisffl(*/ttt^ttfli«©7;wu»*^"r. ) v 7£/s. -hp«fc£# 

$tf€>ft. 4MUK? % **Bi*, 3£*HE* % X*^ 

n-7ntrj|* % t-??j|*. MJ7;M-P*«^, 

>h+->». lh*yi, *W&*m* **>X)W-)\,& t 

RNcfcft*B»**WUTOTt>£^7y-ju»£:«, i^-gsfcttftfc^x. 
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U*Cb«fc07x-;U»#ff*K, 7x-;P«, 4-7J^n7iZ^ 4- 
^PP7i^g, 4-yp^7x-;P». 4-3-K7iZ 2, 3 - v 

7ju*P7x-;ua. 2, 4-v^on7x^ju«, 2, 6-v^ao7x~;i/ 

& 3, 4-^PP7i-;H, 3, 5-^PP7i2^i 4 3, 5-v*7* 
Pt7i-;H, 5-^P^-2-^PP7x-;US, 2, 3, 5-h'J^PP 
7x=.)l>&s 2, 4, 6- h'J^PP7x-JUS. 2-*PP-4, 5-/7^ 

*p?x.=ju», 4->^;u7xii;u», 4-x^-;i/7x-;P8. 4 - n -yp 
tr;u7x— 4 — rv^pe;u7x-;u»> 2, 4, 6-hu>^U7x- 
4- ^vyjixo^fryx—frm* 4 h4->7x-;u»» 4->^ 

W7iz;H ( 4-7S;7iZJl/i > 4-Zha7x--/H, 4->h+ 
*>- 3 - 7;U# P 7 iZ;H^a 6 ICft* Ut\. 
RNcfc(*5KJm3~6<D->*P7JU4^S<»:l*. y^P^PtJH, ->*P 

^^p^>5 L ;ua/*>i>P's%>'^*€:mu. uzuK^i/^tum 
s> **wvm&s vvrWMts ***-* s JV)i>&. ^=.)imnatfim 
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R'tUXlts 7x-;U». 4-7;U*P7x-44k 4-^PP7!rjH, 

4- ^pt7i-M, 4-a-H7x-;i>*» 2, 3-s;7^*P7i-;if 

& 2, 4-V^BD7i2Al, 2, 6 PP 7xZJl>«, 3, 4-$;^ 
DP7i^H, 3. 5-v*PP7x-^«» 3, 5 -x7*Dt 7i2jH, 

5- 7'Pt-2-^PP7i-;uai. 2, 3, 5-hU£pp7x-Jl,g. 2, 
4, 6-h'J^PP7in;H t 2-*PP-4, 5-v7;^P7iZ/|/8 % 
4-^^U7x^US, 4-X^U7x-JPS, 4- n-7'Ptf;P7x-;US. 
4--TV7°Pbf;b7x-;U», 2, 4, 6- MJ*?Jb7x— i« % 4 - HJ 7 
;M"P>5\/U7x:i;Ug, 4-^h*y7i-/H. 4->f;|/f^7i^ 

4-7$y7iZ;H, 4-ZhP7i-^H, 4-> H*->- 3-7;U# 
07izM, ->^P^+*>;U«» 5-7*P^-2-7'J;U*, 5-*PP-2 

-«xt ( 1 ) 



-**>*A,*-;M'>K-Jk 1- <4-7A*rn*>*./-fA0 - 5 
->^>7x;U7K-Jb-2-n-7 , Pt:;U'f >H-ik 1 - (4-^Pp/<>^ 

;w -5-^^>7x;U7N-;u-2-n-7'pe;^>K-;k 5-**>xa,* 
(4-^^;i/^>y^r;u) -2-n-^PW>i«-^ 5-/* 

>^^-2-7*D^-1- (4-hU7^P>f-^>y-f;p) ^> 

K-Jk 1- (4-*QQ'<> % M)U) -s-z^ya/McxA^-^H' 
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-n-^ntM >K-Jk 1-(2, 4-^PP^>^^) -5->^> 
;*;U7|v-A,-2-n-:7Pej|/<r >F-Jk 1- (5-^P^-2-7P-f;W 

- 5 ->^>X;U^-;P- 2-n-yp 5 -y^i/yUU*-^ 
-1- (4-/ V**/^yV<<}V) -2-n-^Pt;;K>K-;k 1- (6- 
^PPZ3f/^f^) -5-**>*;i/*-./l/- 2-n-^PejU«<>K-;k 

1- (4-ifM> t ;'f^) - 5 - 2 - n - ^n e^K > 
K-Jk 1- 2-^PP^W-OU) -5-**>>UMw;U- 

2- n-yptf;u-f >H-^k 5-**>:*^*-;u- 1 - (4->5MH^j-^ 

> % M)lr) - 2- n-ZfQ&M 1- (2, 4, 6-h'J^PP^> 

y-fju) -5->*>*;M*— ^-2-n-;7Pt!;k^>K---/k i -^> x J-( 
;k-5->*>*;U7fc-jU-2-n-7Pt^K>H-;k 1- (4— fV^P 

\ij^> y J^)D -5 2- n-7nt:)M>\z-)\>> 1- 
v£p^*«>;k*i;M*-;u- 5 ->*>tju*-;|/- 2-n-^n tr;k< > K- 

yk 1 - ( 5 - * P P - 2 - f- J 4 )V) "- 5 - > * >;OM*Zi;U- 2-n-^P 

tr;u-r>K-;k i- (4-n-ypb:;^>v/^u) -5->*>*;u*=;i< 

- 2-n-^Ptf^-f >K~^k 1- (3, 5-v^PP^>y>f^) -5-> 
^>^Ufc^-2~n-ypejl/'f >K-Jk l-<2. 3-/7^*P^> 

% /-fiW ~5-^^>^U7i?~;u-2-n-^pt; < ;k-r>K-;k i- o, 4 

-^PP'O^^) - 5 ->*>3JM^U- 2 - n --JU )£)V<i > H- 
;k 1- (2-^PP-4, 5-*J7)\,7tQ«> % MAr)— S 
;U-2-n-^Ptf^>H-;k 1- (3, 5-$>7n J E"C> % /-OM -5- 
>^>^*-;U-2-n-yPtf^-f >K-;k 1-(2, 3, 5-MJ£P 
Q - 5 - > ^ 2 - n - ^P C;K > H-ik 1- 

(2, 4, G-b*)**J)^l> % Mft>) -5->^>^;^-;U-2-n-^P 

e;K>K-\/k i- (2. 6-v*nni> % M)\r) -s-**z/*)V*=.)V 
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*pp/*>iAOi,) -5->*>yUM^k<>K-;k i- (4-^np^> 
-5->^>x;^-;u-2-n-^>^;u>oK-;k i - u-* 
pp^>iAOU) -2-n-M^;u-5-**>;uM^;u>f>K-;k i - 
( 4 - * P P ^>7>f ;P) - 2 - P ZfU 5-** >X)\,*-)\, 

JP-OK-^k 1- (4-^Pn^>y^) -5-l*>>UU*-;U-2-n 
-7 p Ptf;n'>H-;u. i- (4-^pq^>W) - 5 - n-^p/t>^;u 

7fc-;P- 2-n-yptr-/U*f >K-Jk 1- (4-7^P^>y-f;i/) - 5 - 
**>*;U/fcz:;p-2- (*>^p«^+-b>- i -*f>n-Jk 1- (4 

-*pp^>y-oi0 -5-**>;ukft-^-2-:7x-;^>K-;k i - 
(4»^pp^>^;p) - 5 >^;u?tv - 2 - >r v :/p ^-;u-r > K 

-JWftt. U< , 1 - (4 -7JU^P^>y-f ;U) -5-**>yUM*-^- 2 

iuu-2-n-^Pb:jn'>K-;k i- (4-^npw^) - 5 



-cakzftzitsma. -naa (2) 




,2 
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H 

a*. r\ R 2 fe<ki^R 8 tt, •en-en, nMzt®c%*zmt>t, 

R'COOH (3) 

5£*. R 3 li. soEi:^ii;«i*«at>-r, 

T^n**;U7K>K<DS^14RW<*^SJ5t$-e-SC<l:Jz<i;Ul!JJi$n'5o COD 

SA. $e>IC#£U<l;Mc*<txHJ£A. #£L<l*HJX 
^7SX *>fV:/Pejl/XxJl/75X t'JyX 2. 6-v>^;U-4- 

WA7^K (DMF) % v>x^7-feh7$ 7h7tKP77> (TH 
F) &£AfflHi£tt % »3^<ttx*?\M^A7$ H^fflt^n-5. JRjfciStt 
(*, -1 0-1 OO'COMtftf^K. «IC»*U><&tt0~3 0t:T&*, 

a (3) 0*;PtK>»(D^P'J K t> U < E&<* t± -5 ZtlZ 

Mnz>o mi\z&mts ux^Av'fvype^sK. yx^At^Hj* 
>f-^>y;P75K, **<k^hU^A. *mnt*WJxte£tfihzifi % tfg-u 

£ftifi8l&> 0~1 OOtJTfT?;^ #£U<{*0~3 OtTfr^. 

flrrc-«« (2) T^sn*<k£tti*, -tn-en, JUTic^u/tntJt^icu 
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Bryy^ NaH.PhSOzCI^ LDA.TMSC I Br ^Vy. 



TMS 



AICb.R 7 COCI Br Y !r TV< R7 l - BuNH 2- BH 3 ^VYV ^ 



4 5 



n-BuLi. R5SSR 5 RSv T*^YV^ R mCPBA 



N 




THF ^ I CHCI3 

°^Ph 

6 

KOH ^ VYV" ' NaM 

MeOH R 3 COCI.DMF 

B 

9 

TfcfcfbAUSA. *H<b:J-MJ*A, *lMb*'J9A. 3e>ic»* U<te7k*fb 

7-^7 t'JyX 2, 6-5;^^-4-7$y't:'Jv>^ffllxe»nS. 
7^Df-f y^ffitejSJ&teUTI*, x>f%MUUA7$K. S»?\;U7-feh7£ 

ue>n*. ' jstiut*. -1 o~i ooic<Difli##£u<. «ic, 
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<k^2^€><k^3 3'\<0£jfciaxh7fc KP77X h^yl^>. > 

#$U<liU^9A:^fVyfpt?JU75 K (LDA) . •J?-9A'vMt 
>^Uvv7tfX n-:75MHJ^«3A> ;*£>lCff£ U< li'J t^A v-T V:7*P 

;u*p^>r k (tmsc i ) £jSTUfip. 

<k£1ft 3 #6><k£fcl 4 'xCD&JEte, 7;U*;U8P##&*» 1 - 6 <0lim£fctt 

it>WSAtmo)s if*nn**> % Th7^PP/^>, xh5*ppx*>fc 

£©w«iisa<o>s»ic, JM^asan*, tf<«t*Lfc»ic<k£to3<o>»*pp 

i>e>ft*»JWfiue>*v #£U<li* J£fc7^Sz.9A. #«JU>BL =7y<t 
*9fcX— rJUSttt, ffiESL S£{k7>5^X EJ£<k», Ei£<k$S, HJ£<fk# 

<k^54^€><k^tt5^ojg^ii, t -:r^7$>7K7>ttfc£ffi<k7JU£ 

:i 9 A<B P P * * >fc £<Djm U < te* JMk* 9 ft^ h y 9 A <t h U 7 
;U*PiflB<D*emP>*>fc£<&8«lc % <k£4M<&2>*PP**>fc<!to;S 
>8£»TW7?o £<D<t*0RJfcifiKli» -2 0~4 OtST&y, »*L<« 
2 0^3 0^7?**. 

<k£fci5j&>e><k£1fe6'\0EJfci*, -fk^1ft»5©xh5t KP77>«bu<«x 

;U'J^9A. JS&lCff^l^ttn-T^y^Afc* -1 0 0— 5 ot;, » 
*L<f*-8 0 7 0t:iCT»TUT. «<«lfU^lC t v7**JFU*7WU 
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A» xh^PP**>&£0W«;B«O;g>R, »*U< tt^nP^WA^jSjfi 

(mCPBA) £J)Q;Ut?. *>L<li* it£to6<D7fo 

V> (OX ONE) (Stifig) <Ot&m7temZT?j?T'b&\,\ 

<b£$7#e><b£&8^>sjfoi*, 7;nj-vk »£L<i*./*y-;k x* 

y-;k Sifcl^TT'Px^^ffiliiSBL »*L<l*5>*xJI>*M>A75K, x 

t H P 77 XOffittiStttTKiOS^jSttlc, it&m 7 L,< 
St!\ *CD£JfcS£1fclC*l!MbxMJ$A» 7kB<b?VJ?A> 7fcB<b'Jx'?Afc 
£(D&«&R£S€an;LTfT9. C<0<>:#<D5J£iMl*» 0-1 5 OtTT, 
0-1 0 0tT*T3. 

<b^8^e><b^ia9^<DJ^i*i£««T\ 77*07^ y*mi&m*i*^ 

fiV+Jxs $ 6 IC#£ U < l*7)c*Hbx h U $ A* *fcte*fttMW* »*Ktt> 

>jx^7$>; >>>rvrptr;ux^;u75>, trys», 2, e-is*?-*- 

*t\M^UA75K, ^/f L ^7"th75 x h7 1 KP75>fc£#ffl^e> 

n;»*L/<ii*»x;u7K;uA7$^fflo6n-5. jsj&figtt. -1 0- 

1 0 0t:(DM^ft*L<, ^iCff^LOOl*, 0~3 0trCfc*. 
fcfc* -|»5t (1) IC*5tt*R'#, 7^^»^K*tt1-7©ii«^tt 

»tta«<D7;wu«T»57;u*^*;u7K-JU». *fci*7JU*^a>«##& 

ftft 2 - 7 (0!Sa*fett7jaa[ttO7^-^»T** 7;Kr-/U*^7Kz:^ 
& £fcl*7^*:i;U®7W&*tt 2 - 7 (Dlfitt*fcl*^«fll«<D7^*^» 

T**7;p*-;t^7K=;uST&*fcfc*Di*» <b£ft4 *7)c*<b£ 

»*L<li7k*^'7«xh , J'7A, **<bU5 L '7A7;i/5=»7A£ffl^« 
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*>k\ ***fV)WQ*j k v-9a*pp*pu Hfc£#mve>tt«5>. 




A. jkDHba'JSA, *mb*-MJ9A, *ift*'J5A, Se>C»*L<tt7k 
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;ux^u7^>. tfuv>. 2, 6 - 4 - 7$y ey y>Atffloe,n 

7SK, xh^fcKP^VfciftffflOfctt, »£L<(*v*x;MUl>A75 K 

jWfK>e>fta. sjs&sgia, -io-i oot©iB)#ffji<, ^ic, 0-30 

vx^Ux-^^^'coWMiSaic^^i 1 £iS#$ti\ *-<&jg>8£*i«& 
«F*U<liUx'>Ax-f'V7 p Pe;P75 'Jf5A^*^f;l/y 

>7lfX n-WJ^-)A. $e>(c»*u<ii«jx^A^vype;u7$ 
K©, fh7t KP7^>ft£0;g>&f::2igiL 1 - 7 (OBSffiCb U 

<(^ttflitt©7;U^/\7>r K : R 8 -A (5£*. R 8 &c£tfA($Af|fE£f5lLs£ 

, »*u<[jK*»i-4oieat)U<ij^«a«o7;wuA7 

2^Mb^»5l 3^<Dfij££jtlifc^l 1 J&>£><b£ft 1 3^05EJfcl^ 
<b£*5l 2£fcfifl:^fc1 l©7 t h^tKP75>'bU<«x-x;U/j:<i:OjSjSlc, 
*T«t&ISig£* fftKlin-^l/'J^A, s-^x^UxSA. «e>lCff^ 

U<ttn-yx;Hlx£A£, -100' SOt:, ff£U<tt-80 70*C 

ICT*TLT, «<Ht#Ufc»IC» v7;U^Uv^;i/7-f H : R S SSR 5 (R*l*. 

jS»fc>^^ppja«ASK«:j!ipjL?7P. <bu<i*. -fb^tn 3©7;m-Jk 
ik&fai 4^e>jb^fti 5"s©SJt5i4» 7;na-;k »*u<fj^^«/-;k 
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J-VkU£<DW8!&m,1£&*:1&KT¥io. Z<D£tORlfo&BZ\Z % 0~150 
$?£U<(*8 0~1 oor-cfrs. 

fflU&ft, »*U<tt^7 t JU^UA75Kd<ffll^tl*. SJfciSSI*, -1 0 

-1 oo^<&ihj&«#*u<, *#ic#*u^tt, 0-3 o , ct*-5c 



Br S^V^v KH,t-BuLi " ^Wmp^cr ? 5s YY^ 



tfSSR 5 , THF 



Ph 



N 



17 



18 



19 

mCPBA 
CHCI3 



n-BuLi, HMPA 
R 10 -A, THF 



R 5 S 



20 



mCPBA 



CHCI3 



,1b 



Ph 



21 



KOH 



MeOH 




NaH 



tfCOCI. DMF 



22 



R*"\) 
23 
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<DT)M--)U& 2-7 (DlStt U < JM^l/**fc 

tt- (CH 2 ) m -R 4 ££t>U R ,b li7jcftffi^*fcl*K*ai-7(7)iiai 
t) U< l*^tt«ltt^7^*;U», &Jfc8 2-7 OlSait) U< [*ft«8H*<&7 

-fk^U^A^Jtax., -2 0-ox;. #£b<(i-i o-o < CT»<i«#Ufc& 

(C, *ftift&jg&& »*U<(it-^5=-;PU5 1 ^A, s-7*^UU3^A, n- 

1 0 0- — 5 0t, 3e>JC#£L<l*-8 0 — -7 0*0 
ICfcOTJSTU^IC. v7JU*;Uv^U7^ KR 5 S S R s (xt*. R 5 {J. fiUSE 

A. *ftfcJi'J£A. 3kWt:N*y*A» *»<t*y$A. S&lc#*U<l*zK 

;px^;p75>, ey$». 2, 6-^^-4-757 euv>^ffli>en 

a. 77Px**y l/CI*. s;*7\Ma>A75 K, **f-JU7-fe h 
75 K, xh5kKP75>fc£#ffll^*V ff*L<(***^;MO>A75 K 

#ffli>e>ft*. Rj&sgi*, -10-1 oot:##*u<, ftic 0-3 

X ^x^x-x^df^WWiSaic^^Bu 1 9 it* -tOiS>R4»lcW 
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6ICff*U<ttn-^l/U«A€*QiL, M^iM^UU >» MJ7 

(HMPA) , N, N, N, N-xh^^UX^l/^^SV (TMED 
A) "fcKI^+lf/^^^^hUTS H (HMPT) , #£L<(*HM 

+;u«T**7;p*;p/\7-r 7;u+^ep^^*»3-6<Dv^P7^+;i' 

JU£-C&£*>£ P7;P*;U*5^U»fc L< it's* n7)l>*)lJ.?-)\,mv*bZ>7)l> 
*)W\?<< *^li7^-;UW^K«»2-70B[|||<)U<tt^tttttt^ 
7^-^A7-< H^£T*^/\Py>ik«J : R ,0 -A R ,0 fccfctfAtt 

fb£«32 o £fc(*fb£1&i 1 9©^pp^^x >7pptM,a. TVzftuu 

**><omm%m<Dmm. &&u<\*?QQ*)iA<o®miz***Qnj&&&m 

^b^!l2 1 #>e><t£1*l2 2'\<&JRjfcte, 7;ua-Jk «P*L/<(i>^y-;k 
x*y-;k £fcl*7yP7V*;/*ffitt;8ttL ff£U<l*^>5\M^A7S 

tu<i*»a*^ *<&£j6s^ic*ai<b*hy$A. *SMb*y*A, 7 kk 
^bu^^Att^o^fli^Efia^jiin^TfTp. c©b*<dkj&bs(*» o~i so 

<b^-«B 2 2^e><b£&2 3^sOJ5J56«M#aT. 77p?V y*ffi1t;Stt* 
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ffloe>n, »*u<ii^f-;i/^uA7$HA<ffl^€>n-5. Ejfcsgii, -1 0 

R^Sy^ 



I 

SO* 



i) IDA r X~l (P^gPdClg 

ii) n-Bu 3 SnCI ^^^iji Sn(n-Bo) 3 r". a 

SO2 



R 5 S* 




24 



Ph 
25 



i) LDA 



ii) 



Ph'' 
26 



mCPBA 



SO2 



r 13 ch/ 



:c=o 




30 



KOH 



31 



i)NaH 



ii) R^COCI 



3<k R\ R'fccfctfAtt* IKriE<!:llli;*i***t>U, R M «, 7U-SI* 

&*im*. R ,, fej:tXR ,, tt» 3o#-ftic - (ch 2 ) n -mzmt> 
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U ZZVs nit, 2~4<&B»*a*>U R ,e «, 3 ~ 7 

R ,3 #* 7k*KTFT^<b^B02 7, 28fc«fctf29, R^fc^R 13 
lfi-mz, - (CH 2 ) 4 -T*^fc^2 7. 2 8fc<fc^2 9. R'^7iZjb 
ST&£<b£fel2 6fc«fctf 3 0£*|BH*<!:-f£* R' e #, -tn-ftl. -fV^P* 

-fk^a 2 4 fr£><ft^*3 2 5 'MDKJfctt. <b£1fc 2 4 Ufc&IC, tttfb 

)\,*>*nVF. h'J7x-;i^->^P'J K£ffllN<5#. #*0<li. MJ7x 
JUx>*P'J H (n — BUjSnC I) CCTIBl^lllt 'JWA 

v^fV^Ptf;l/75 K 'J^^Atf*. h U >xJU*>yJU7S rtU^At'Xh 
y>^'S/y^7'5"H* ^Hy>Atf^h'J>T^>'J^7S h\ 7k*<bxMJ 
£A\ *Jtfb*y$Afc #£L<I*> »J«>A5>*f y7Pt^75 

* xJP U h 'J 7 £ H , h 5 * xJPXx l/>y7 = >3|£E&8»ICjRtaT 

*h*>x*X 5>*xJU*WA7SK. '5>*xJI>7"t h75K. 5>*xJU>UU' 

- 1 0 0-1 0 CCTfrPtf. #£0<li, -7 8-0tT^, 
<b^1*l2 5#e>fc£1&2 6^0S*Stt. <b^#)2 5 IC/t7*«7Att*<i:7y- 

KtmCimZ&tot) £EJfcSt^C£lc,J:yfT5>. fflO*/^^r7Aa*tt 
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^» /t7y9Ay^piJK (Ph,P) 2 PdCI,£fflOS. K£iS«tt. ft* 

ft£L<li, 7 0~9 O^Tfi^. 

it&® 2 4fr*>it&fa2 7/MDJSJfctt, <k£«32 4£ffi»ft3ILfc&fC, TIE 
-Ittifc: 

c=o 
r 13 ch/ 

^□e;P75K. y^SAt^hy^jPvy^s h\ ay hj*? 1 

J^>UA75K. *MJ£Atf*MJ>7^U*>y;i/7$ K, TkJfcfk^by^A. 

7kfc*k*y9Afc<^<fc5#. ft£u<[*. u^Ax-f v^ptr;u7i 

J5/fci8«li. 7h7tf n77>, x— r^k X » h**XT 

*X y^fWA75H, X*5^7-fcr*7£K ^>7^k*JU**-> Kfc 
HtfijbZtfi. #£0<te, 7h7tHP77>WS. SJfciSKliO-l 0 0 
tTfr?^ »£L<li0~3 Ot:Tffp. 

fc^%2 7^6>fc£&2 8'MDEJC&te* <k^B32 7 £»&«r<5C<fcfC«fc U 
5, ffli^Kli, A^*fcU< h^xx*ji,*>8L UK. h'J7^ 

*JHHS. KU 7JM-o**X*;M*>ik 7yfc*9*x-x;ui|ttfc£#fc 

u<tth^xx*^*>»*fflua. RjffcSttUi* "o-tfx mux 

0-2 0 OfZfiUtotlZffi. »*U<l*fflt>-5*a©^JU±Tf75o 
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*L<li. CCTfrp. SJfciSflUi* *pptM,a> ^^pp>^>. f 

fc^2 8£fclift£1&2 6<&7;U:3-Jk #£U<li>* 

^»3 0€:«»T^n-rni«l7jc^»-r«c<l:lC«kUf7 5. Jfll**ttSl*, TkfiHb 
*>y?A. 7kUHba»J9A, TKttfb'J^^A. 7K»^b/Ky>A, TjcBMbT** 
v 7 Afc »*U<li7kfiMb^«J'7A*fflU-5. Sf&ggli, 0~1 

oo-CTfr?^ »*L<ii. 8 0-1 oot:-cfT5. sje&jSJKi^ 7k. 
-;k x^y-jk ^p/ty-jk xh7tKP75>gU<ttcn6<0S^iS 

St (3) : 

R 3 COOH (3) 

^U7K>IMi7jctt*R^$-tt*C<l:C<fcUfr5. JBltftttSI** y*$A5>-f 
PtMU75K, y«Ae^hU^3F^->U;P75 K\ *>J ^AtfaMJj'TJI' 
*>|J^75K ^Ml7AexhU>^;k>U^75 jMWW-MJSA* tK 

i*. 7h7tKP77X x-x;k *>m^>x*x 

#*L,<ttO~3 OlCCfr^. 
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gPTIi. 3-1 5 0mg/kg, ^gPTB, 1-50mg/kgm 

*Mbr*c<h#T£, mu *7-t)W\s mi mm. mm, *v-awi «* 
mm, vim. ^mi^itimmmuaom^imwommtLxi^m 

wxm, u-sm, mm, $mm, mmEEmwim^ititmmud^mm 

■J fcf-;U7;UD-;k ttttft. rtU7JMPU>*ya-;idfc£*Alf*;:£#T 

lUTfC, *«M(D^b^«!l©«JilCOl>TllSfi«i|IC»^#. <35£>ICf«H(cgftiWr 
*f6MttCtie>0«lCj:oTf5ie>IHIBSn*t><DTIittt>. 

c o x - 2 usi^ffi icwr *£3k«*is it«Kit#Mc*r . 

m ~ 3 (cfS«iWb£tt©fc¥«ita£*'r. 
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mm 


R 1 


R 2 


P 3 


1 


-Et 


MeS02 — 


— A-F 


2 


-n-Pr 


MeS0 2 — 




3 


— n-Pr 


MeS0 2 — 




4 


— n-Pr 


MeS0 2 — 


-<>a 


5 


-n-Pr 


MeS0 2 — 




6 


-n-Pr 


MeS0 2 — 


-O^CP 3 


7 


-Me 


MeS0 2 — 




8 


-n-Pr 


WeS0 2 — 




9 


-n-Pr 


MeS0 2 — 




1 n 


— n-Pr 
[in 


Me&u 2 — 


— \__/~ Cl 
ci _ 


1 1 


-n-Pr 


MeS0 2 — 


_jD V Br 


1 2 


-n-Pr 


MeS0 2 — 




1 3 


—n-Pr 


MeS0 2 — 


-<JhCl 


1 4 


—n-Pr 


MeS0 2 — 


Br 


I 5 


—n-Pr 


MeS0 2 — 




1 6 


— n-Pr 


MeS0 2 — 


CI 
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m 3 

R 3 





R 1 


R 2 


R 3 


2 9 


-n-Pr 


MeS0 2 — 


Me. 

-A-Me 

\=/ 

Me 


3 0 


-n-Pr 


MeS0 2 — 


CI 
CI 


3 1 


— n-Pr 


MeS0 2 — 


F 


3 2 


-H 


MeS0 2 — 




3 3 


-n-C 4 H 9 


MeS0 2 — 




3 4 _ 


-n-CsHn 


MeSOj— 






— n 1-1 


Me50 2 — • 




36 


"2 


MeS0 2 — 


\ — / 


3 7 


-C-C«CH, 
H 2 H 2 


MeS0 2 — 


-O-a 


3 8 


-n-Pr 


EtS0 2 — 


-O-a 


3 9 


-n-Pr 


n-PrS0 2 — 


'-0« 


4 0 


-o 


MeS0 2 — 




4 1 




MeS0 2 — 




4 2 


-CH=CH, 
1 

CH 3 


MeS0 2 — 


-Q-o 
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imhpm 

1 - {1>M >XJ\,7k=. J U) - 2 -X^JU- 5 > K-Jl 

1- K>-e>*;t,*-;U) -5-^P€-2-X^^>K-^ (8 1 Om 
g) 0xh7/WKP75>«» (2 0ml) IC. BftSl3ttT» -7 8tCTn 
-^UUMA (1 . 6 5M, n-'VfrtfXRfc 1. 7 5ml)*j»TU 

fc„ s^a^^pjiSfiicT i sttiarcmufcaic* s^*^*^?* k (2 

7 2mg) *i)P^ $e>lC-7 8 < CT2B#|BJ«^U>tc tCT. Ej£ig^fo££ 
iSSTMU 3ftETT««Ufc. Sl^tl/tBSafrM N -7jcK<W" h U ^ATjciSfc 

ft*IfcK7^*>9ATfcML MM. SMtLfc. CCt, 8*e>*lfc«&£->ya 
> (1 : 8) €ffilv?Bnft (2 5 6mg) 

NMR (CDC I 3 ) 6m: 1.- 30 (3H, t, J =7. 4Hz), 2. 47 
(3H, s) , 2. 99 (2H, q, J = 7. 4Hz) , 6. 32 (1H, 
s) . 7; 19 (I K, dd, J=2. OHz, 8. 8Hz) , 7. 28-7. 
5 6 (4H, m) , 7. 7 1 (2H, d, J =6. 8 Hz) , 8. 0 9 (1 H, 
d, J =8. 6 H z) 

1- (^>^>XJUJ^-Jl) - 2 -X^JU- 5 -j/^>^JUtK-;U^ > \i-JL 
^ 1 Oft^* (6 6 0mg) <D9Qn*J\,&Mm (3ml) fz, 0^7 
0%X**PPia$£*» (8 9. 5mg) fcflJA. Eig« ICT 1 l&ffltttfL 
fc, &IC» S^a^€ISfPBW*lC*lt, ^PP^ATtttfJLyfc. £PP/fv 

>i/A»€ia»d«*Tijfe»u, ^7X«t»?^**>^AT«g«» aia. aaut. 

£UT*PPtM,A : (50:1) fcfflivr Stfl1fc£#*U S6(C 

7-feh>/n-/\*1^>^6Stt»U SttfeKDgJt (4 0. 8mg) 
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NMR (CDCI3) 3 6 (3 H, t, J = 7. 4Hz), 3. 00- 

3. 1 8 (2H t m) , 3. 08 (3H, s), 6. 51 (1H, s), 7. 4 

0-7. 90 (6H, m), 8. 06 (1H. d, J = 1 . 1Hz), 8. 37 

(1 H, d, J=8. 9Hz) 

2 -Jtf-JU- 5 - > * >XJ\,*=.)M > K-JP 

#*«2©fl:^Ni (4 8. Omg) <D**S-)l,%m (5m I ) |C. 1N-7jc 
WML* U £ &7kmm (6 5 0* I) JbO»a&0ft£2B$|fiJf7ofc. JfclC, £ 

lfcS£fcl£»ttU *!*6ftfc^£*PPrtJUAIdRa)U *<!:l&jfa£i£;)c-ClIS 

fflj»»->'J*y^PTh^7-f-|CHU J868»«<!:LT*PPrt;UA: * 

(20:1) £ffllvrBfi*!l*l (2 7. 7mg) 
NMR (CDC I 3 ) tf«:1. 36 (3H, t, J = 7. 6Hz) , 2. 82 
(2H, q, J = 7. 6H2), 3. 07 (3H, s), 6. 36 (1H, 
s) , 7. 4 0(1 H , d, J = 8. 6 H 2) , 7. 7 8 (1H, d d, J — 
1. 9Hz, 8. 6H2), 8. 14 (1H, s), 8. 62 (1 H, bs) 

5t»«i 

2-X^-JU- (4-7JU^P^>V^;U) - 5 - * * >3J|/7fr- > K -JU 
#*«3©ft^J (2 0. 0mg)OW^M7SHi8«(2ml) 
IC» 0«ClCT6 OXTM^b^MJ^A (5. 4mg) £jQ;tfc e £jfcE£to*P 
£«|CT1 5#M«#0fc»lC, 4-7^P^^^P'JH (2 1. 4m 
*)%MJL S£lcS;ST2fclWa#Lfc. *CT> E&a£to£ISfQ£<t7> 
€-»7A7k»>SlC*(7. MUx>Ttt{iSUfc. NI/X>ll£ISjRl£ffirtT;fcJ* 
U fc*%»T**S/£AT£«L »»Ufco CC7\ fce>nfc»S£3l 
Jl->»J*y*rt7A*Q-7h^77^-{CttU jS4tt»«t<!:UT^PP^A : 
(100:1) *ffll\TBW«B)£#JliU * e»IC7-fe h>/ n 
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ir>a>e>?sisfiu sttfeio&ii (i 8. img) &wz 0 

NMR (CDC I ,) 29 (3H, t, J = 7 . 3Hz) , 2. 85 

(2H, q, J = 7. 3Hz) , 3. 06 (3H. s), 6. 62 (1H, 

s) , 7. 07 (1 H, d, J=8. 9Hz) , 7. 3 (2H, m) , 7. 8 
(2 H, m) , 8. 1 4 (1 H. s) 

1- e<>it>X)\,fc=LJl) - 2-ZfU > K-JU 

J»7KyabT*>K (9 5 7mg) <t£fc7;i/£-*A (1. 96g) (Dl£<fb> 
^U>S35>8 (6m I ) ££iST1 5ttlBJ«B*Ufc. AlZ. 1 - (^>tf>^U 
7jv-;U) -5-:7n^-2-MJ>^lo/'j;H'>K-;i> (l. Og) ©J£<b> 
^U>5S)S (6ml) tJbP*. SfclCPlSgfCTI B*l3m#L/t. fclz, Rjfcg 
&m&*7jt+lZ&tt. *»*b*-MJ$AT£Stt<h^fc&lC. »b**l/>Ttt 

ICftU iSmiS»<b bTRilf^ : n-'\*1r> (1 : 4) -fclfllvCHttlfc 
(7 8 0mg) 

NMR (CDC I ,) dfit : 1 . 25 (3H, t, J = 7. 3Hz), 2. 98 
(2H, q. J=7. 3Hz), 6. 93 (1H, s), 7. 31-7. 66 
(4H, m) , 7. 6 8 (1 H, d, J = 1 . 9 H z) , 7. 86-8. 08 
(3H, m) 

t-Jf-Jl,? (2. 22g) £mt7)l$=*A (3. 40g) 

Ofctt^l^fiSfc (13 0m I ) fC|M£H40fc£& (1 0. Og) ©J*<fc 
(13 0ml) fclHlAfc. fij£S£*j£ 1 fclfflaiftSL JRj£jlS*|c 
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TtZittf-lsy : n-^+i^> (2 : 3) €ffilvCBtttt (6. 6 7g) 

/to 

NMR (CDCI 3 ) 0ffi : 1 . 02 (3 H, t, J=7. 3 Hz) , 1. 7 7- 
1. 91 (2H, m), 2. 94 (2H, t, J=7. 3Hz), 6. 33 (1 

H, s), 7. 29-7. 4 3 (4H, m) , 7. 5 (2 H, m) , 7. 70 
(1H, d, J=7. 8Hz), 8. 04 (1H, d, J=8. 9Hz) 

1- X)\,Ai=.)U) -5~^^U^-2-n-^aeJU^>K-Jt/ 

<M*0|5<O<b^J (1. 3 0g) . v>^;Ux^;P7-f H (2 9 5mg) <fc n 

-WHJ*£A (1 . 65M. n-"\*1>->i6>BU 3. 13ml) £ffll>T, 

IMMB1 <hPI«A^Ta»1ft (5 9 7mg) 

NMR (CDC I ,) <5fifi : 1 . 01 (3H, t, J=7. 3Hz), 1. 65- 

I. 8 7 (2H, m) , 2. 4 9 (3H, s) , 2. 9 4 (2 H, t, J =7. 
3 Hz), 6. 32 (1H, s), 7. 20 (1H, dd, J = 1 . 6Hz, 
8. 9Hz), 7. 31 (1H, s), 7. 35-7. 57 (3H,m), 7. 
71 (2H, d, J = 7. 6Hz) , 8. 08 (1H, d, J=8. 9Hz) 

1- (^>-tf>*;i/7fc-;i,) - 5->*>*;ufr-;u- 2- n-^aeju^> 

#S« 6 (Ditt&i (5 2 8mg) . 7 0 (7 5 4m 
g) £fflOT\ #tm£@«ftfi&TBW«J (3 9 2mg) 
NMR (C DC I ,) 6m: 1. 04 (3H, t, J = 7. 3 Hz.)'. 1.71- 
1. 87 (2H, m) , 2. 99 (2H, t, J = 7. 3Hz), 3. 01 (3 
H, s), 6. 51 (1H, s), 7. 20-7. 63 (3 H, m) , 7. 75 
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(2H, d, J=7. 8Hz) , 7. 81 (1H, dd. J = 1. 6, 8. 8H 
z) , 8. 05 (1 H, d, J = 1. 6Hz), 8. 35 (1H, d. J=8. 
8H z) 

mm* 

##0!l7<7Mb£«l (2 7. 0mg)t1N 7K»fb*U^A7jC)S» (3 7 8 m 
I) £fflOT» &mM3 tmmtZ-fi'MTBto® (1 6. Omg) £?9fco 
NMR (CDC I j) 6B: 0. 96 (3H, t, J = 7. 4Hz), 1. 60- 
1. 80 (2H, m) , 2. 69 (2H, t, J=7. 3Hz), 3. 00 (3 
H, s), 6. 30 (1H, s), 7. 33 (1H, d, J =8. 4Hz), 
7. 56 (1H, dd, J = 1 . 8Hz, 8. 4Hz), 8. 07 (1H. 
s) , 8. 4 1 (1 H. b s) 

1- (4-7)\,*ni>V'V\,) -5->^>^;u7tv-;u-2-n-^neju 

<M£0l8(Dfb£«5 (14. Omg) , 4-7^P^>^^P"J H (1 
4. Omg) £6 0%7fc*fb*HJ£A (3. 5mg) £fflUT. HJtWl <hK 
llfctf&TBWtt (1 9. 2mg) fcfcfc. 

NMR (CDC I 8 ) ««: 0. 9 5 (3H. t, J =7. 3Hz), 1 . 5 7- 
■1. 76 (2H, m) , 2. 82 (2H, t, J=7. 6Hz) , 3. 06 (3 
H, s) , 6. 6 1 (1 H, s) , 7. 05 (1H, d, J=8. 6 Hz) , 

7. 14-7. 3 2 (2 H, m) , 7. 5 8 (1 H, dd, J = 1 . 6Hz, 

8, 6Hz) , 8. 14 (1H, d, J — 1. 6Hz) 

^ifi$l 3 

1- U-^D^W^I ,) -5->C^>^7fc-JU-2-n-^aej^ 
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^8©ft^I (9 0. Omg) , 4-^P : E^>y-<;u^pij p ( i 2 5 
mg) £6 0%7k*fb*MJ9A (2 2. 8mg) fcffl^T. 1 <t 

*arCB«tt (1 1 Omg) £fcfc c 

NMR (C DC I ,) flfil:0. 95 (3H, t. J=7. 4 Hz), 1. 5 5- 
1. 75 (2H. m), 2. 81 (2H, t, J = 7. 6Hz), 3. 05 (3 

H, s), 6. 60 (1H, s), 7. 05 (1H, d, J=8. 9Hz), 
7. 48-7. 78 (5H, m), 8. 13 (1H, s) 

1- (4-*pp^>V*oi,) -5->^>^7^-;b-2-n-^nKjLw > 

&*im8<0it£fa (9 0. Omg) » 4-*PP"OV/*OU£ptJ K (9 9. 
6mg) £6 0%7jc*Hb*HJ£A (2 2. 8mg) ^ffl^T, Hffitil 1 <tPI« 
&*arCBW1*l (1 1 5mg) 

NMR (CDCI 3 ) Sffi : 0. 95 (3H, t, J=7. 4Hz), 1. 5 5- 

I. 7 8 (2H, m) , 2. 8 1 (2 H, t, J =7. 6 Hz), 3. 0 6 (3 
H, s), 6. 60 (1H, s), 7. 05 (1 H, d, J =8. 6Hz), 

7. 5 1 (2 H, d, J=8. 6 Hz), 7. 58 (1H, dd, J = 1. 8H 
z, 1. 7Hz), 7. 68 (2H, d, J=8. 6Hz), 8. 13 (1H, 
d , J - 1 . 7 H z ) 
^Jfiffl 5 

5 - * * >^JU7k_JU- 1 - ( 4 -^J^WJ^Jl) -2-n-^P fcfJI,^ 

$M£e98<D<(fc£4& (9 0. Omg), 4 -*?-)\>'<> s M )U9U ij K (8 8. 
Omg) £6 0%7k*fc*MJ$A (2 2. 8mg) fcfflivc, JUtfll £H£ 
fcfi&TBWfcl (1 2 6mg) 

NMR (CDCI,) <Jfil:0. 91 (3H, t, J = 7. 4Hz), 1. 56- 



32 



WO 97730030 



PCT/JP97/00366 



1. 78 (2H, m) , 2. 48 (2H, t, J=7. 6 Hz) , 2. 83 (3 

H, s), 3. 05 (3H, s), 6. 5 9 (1 H, s), 7. 0 4 (1H, 

d, J=8. 8Hz) , 7. 32 (2H, d, J=8. 4Hz) , 7. 55 (1 

H, dd. J = 1. 7Hz, 8. 8Hz) , 7. 62 (1H, d, J=8. 4H 

z) , 8. 12 (1 H, d, J = 1 . 7Hz) 

8 (Ditttto ( 9 0 . Omg) , 4-b t JyJU*n*?-)U'<> % M)\/9a 
U K (1 1 9mg) £6 orcfcmti-bVyA (2 2. 8mg) fcffl^T. 
0M <fcHM»tt*amWto (14 5mg) 

NMR (CDC I ,) 0«: 0. 95 (3H, t, J =7. 4) , 1. 56-1. 
80 (2H, m) , 2. 79 (2H, t, J=7. 6Hz) . 3. 06 (3H. 
s), 6. 63 (1H, s), 7. 03 (1H, d, J=8. 6Hz), 7. 5 
9 (1 H , d d , J = 1 . 7 H z , 8 . 6 H z ) , 7 . 7 3 - 7 . 9 6 ( 4H . 
m) , 8. 1 4 (1 H, d, J = 1 . 7 H z) 

1- (^>tf>*;M*-JW -5->^>^;u*-ju-2-^^uw>k-;p 

(2 5 Omg). IN *mft1lV$A*Mm (1. 4 3ml) $ffiOT#^ 
3£l$l«fc#jirCB*lto (1 3 8mg) 

NMR (CDC I ,) d«:2. 50 (3H, s), 3.07 (3H, s), 6. 
3 7 (1 H, s) , 7. 4 0 (1 H, d, J =8. 4 Hz) , 7. 6 7 (1 H, 
dd. J = 1. 6Hz, 8. 4Hz), 8. 14 (1H. s), 8. 19 (1 
H, bs) 
&MEOT7 
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1- (4-^Pa^>!/^) -5->^>^7K-JU-2-^^i/W>K~ 

9 <D<b^S (7 2. Omg) % 4-$UWO*J<4 l\,$UV K (9 0. 
3mg) <t**fl::7-MJ$A (2 0. 6mg) *JHl\T, Hffiffi 1 

tbwi» (i 1 6mg) zmrz. 

NMR (C D C I 3 ) tffil: 2. 4 4 (3H, s), 3. 07 (3H, s) , 6. 
57 (1H, s), 7. 18 (1H, d, J=8. 6Hz), 7. 51 (2H, 
d, J = 8 . 4Hz), 7. 61 (1H. dd, J = 1. 6 H z , 8. 6H 
z) , 7. 68 (2H, d, J=8. 4Hz), 8. 12 (1H, d, J = 1. 
6 Hz) 
^JS$J 8 

5-**>;*^7fr-ju-i - (4--hp^>i/^;u) -2-n-^ne;^ 

^W80ft^) (2 0 0. Omg), 4-~ hn^>y>r;u^pu H (3 1 
2mg) <t6 OfcTMMb^hUSA (5 0. Omg) £fflVVTlg«5$l 1 <hl3)«fc 
»#£m>lW«3 (2 0 6mg) 

NMR (CDC I ,) 0. 95 (3H, t, J = 7. 3Hz), 1. 6 4- 

1. 73 (2H, m) , 2. 78 (2H, t, J=7. 6Hz) , 3. 06 (3 
H, s), 6. 6 5 (1H, s). 7. 05 (1H, d, J =8. 6 H z) , 
7. 60 (1H, dd, J = 1. 6Hz, 8. 6Hz) , 7. 9 0 (2H, d, 
J =8. 6Hz), 8. 15 (1H, d, J = 1. 6 Hz), 8. 39 (2H, 
d, J-8. 6Hz) 
5EJfi$l 9 

1- (4-3-K^>!AQl/) -S-tfyXJUk-fr-l-n-Zfn&M 

VmrneOittth (10 0. Omg), A-a-F&£miBi£t&itT*-JUJ: 
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iJ&S>ftfc4-3-K'*>V'OU*Pll H (2 2 3mg) £ 6 0%fr*kft.i- MJ 
*A (2 5. Omg) «:ffltNT*J6«1 <^:(^«^»t^*^7l^aW«5 (1 7 2m 
g) 

NMR (CDC I 3 ) tffiS : 0. 95 (3H, t, J=7. 3Hz), 1. 6 1- 
1 . 73 (2H, m), 2. 81 (2H, t, J =7. 6Hz), 3. 06 (3 
H, s), 6. 60 (1H, s), 7. 0 5 (1H, d, J=8. 9Hz), 
7. 44 (2H, d, J=8. 3Hz), 7. 58 (1H, dd, J=1. 7H 
z, 8. 9Hz). 7. 90 (2H, d, J=8. 3Hz), 8. 13 (1H, 
d, J = 1 . 7 H z) 

nnmi o 

1- (2. 4-S^PP^ WWMM - 5 ->^>XJl/7k-;U- 2 - n-^D 

8 <7>ffc£«H (1 0 0. Omg) % 2, 4 -S>*PP Jk*P y K 

(1 7 6mg) £6 0%7k*<b^-hU^A (2 5. Omg) £fflOTHH5ffi!1 <!: 
W^lif**fHvB«fc ( 1 3 3mg) $it. 

NMR (CDC I,) tffil: 0. 95 (3H, t, J = 7. 3Hz), 1. 6 8- 
1 . 7 9 (2 H, m) , 2. 6 4-2. 7 3 (2 H, m) , 3. 0 6 (3 H, 
s) , 6. 56 (1H, s) , 7. 14-7. 32(2 H, m), 7. 58 (1 
H, dd, J = 1. 6Hz, 8. 6Hz), 8. 14 (1H, d, J*1. 6H 
z) 

nmmi 1 

1 - (5-7P^-2-7 P*OI,) -5-*^>x;|,rtczJU-2-n-:/DK 
#4fl8 4Mt6tt <8 0': Omg), 5-yp^-2-77>*;U7K>» < ta 

fk^-;p«kymetifc5-7P : E7P-f;u^py h (3 6 0mg) £6 0%* 
jmw-mj^a (20. omg) &m^Tnmwuim tevkftzm^tm 
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(1 1 2mg) &»fc 0 

NMR(CDCIs) 6«:0. 97 (3H, t, J = 7. 3Hz) , 1.66- 
1. 79 (2H, m) , 2. 82 (2H, t, J = 7. 6Hz) . 3. 08 (3 
H, s), 6. 60 (1H, s), 6. 64 (1H, d. J=3. 3 H z) , 
7. 23 (1H, d, J = 3. 3Hz) , 7. 31 (1H, d, J=8. 9H 
z) , 7. 67 (1H, dd, J = 1. 6Hz, 8. 9Hz), 8. 13 (1 

H, s) 
Hffiffll 2 

5->*>X;U7fc-Jl,-1 - (4->h**>^>lAQ|,) 

**smz<o<t£fa doo. oiDg) , 4-> h**>^>y^r;u^p^-f k 

(1 4 3mg) £6 OMdMb^MJ^A (2 5. Omg) £ffll*T£«§0!l1 <t 
E«fc»tt£f70Bfi*)1j8 (7 0. Omg) 

NMR (CDC I 3 ) 0fc : 0. 97 (3H, t, J = 7. 3Hz), 1.66- 

I. 78 (2 H, m) , 2. 8 7 (2 H, t, J =7. 3 Hz) , 3. 09 (3 
H, s) , 3. 9 4 (3H, s) , 6. 6 1 (1 H, s) , 7. 0 2 (2H, 
d, J =8. 9 H z) , 7. 10 (1 H, d, J =8. 6Hz) , 7. 58 (1 
H, d, J=8. 6Hz) , 7. 74 (2H, d, J=*8. 9Hz) , 8. 1 6 

(1 H, s) 
flffiffll 3 

i- (6-»naz3»/^^ -5-**>*jU7fc-ju-2-n-:/aeju 

^8(Dft§«J (10 0. Omg), $-2UU-Zl 1 f->n£1*/!!tf-*=.)\, 

<fcu»e>nfc6-^pp— 3^-y>r^pij k (4 4 6mg) t6 o%frikiti- 
mj$a (so. omg) zm^x&fawi tmrntawtftzm^mnto o os 

mg) 
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NMR (CDCI,) dm: 0. 96 (3 H, t, J = 7. 3 H z) , 1. 6 4- 

1. 77 (2H, m) , 2. 79 (2H, t, J = 7. 3 H z) , 3. 07 (3 
H, s), 6. 64 (1H, s) , 7. 12 (2H, d, J =8. 6Hz), 

7. 53 (1H, d, J=8. 3Hz) , 7. 63 (1H, dd, J = 1. 7H 
z. 8. 6Hz) , 8. 01 (1H, dd, J=2. 6Hz, 8. 3Hz), 

8. 15 (1H, d, J = 1. 7Hz), 8. 69 (1H, d, J = 2. 6H 
z) 

&mm i 4 

i- (4-x5 L JU^>Vw , Ji/) -5-^^>^;^-;u-2-n-^aeju^ 

0^W8©fc^5 (10 0. Omg) , 4 -IfMV'/'fMD'J K (1 4 
2mg) £6 O^Tk^b^-hU^A (2 5. Omg) ^fflUT^^n <hl^«^ 
*ft£f701W«D (1 32mg) 

NMR (CDCI,) <5fiS: 0. 94 (3H, t, J = 7. 3Hz), 1. 31 
(3 H, t, J =7. 6 H z) , 1 . 6 0-1, 7 5 (2 H, m) , 2. 7 3- 

2. 8 9 (4H, m) , 3. 06 (3H, s), 6. 59 (1H, s), 7. 0 
4 (1H, d, J=8. 6Hz) , 7. 34 (2H, d, J=8. 3Hz) , 

7. 55 (1H, dd, J = 1. 7Hz, 8. 6Hz), 7. 64 (2H, d, 
J=8. 3Hz) . 8. 12 (1H, d, J = 1. 7Hz) 
^JfiW 15 

i- (5-^a^-2-^aa/<>!/^ju) - 5 - > * >^;u7k - ju- ? - n 

&%m&<Dit&to (10 0. Omg) , 5-7P^B-2-^PP^>y-f;^ 
PU K (5 3 3mg) <b6 0%7KJIMb^-hy>A (2 5. Omg) £ffl^T*«I 

&y twmmz^nmi d somg) 

NMR (CDCI,) 0. 96 (3H, t, J = 7. 3Hz), 1.6 6- 
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1. 78 <2H, m) , 2. 72 (2H, m) , 3. 06 (3H, s) , 6. 5 
9 (1H, s), 7. 21 (1H, d, J = 8. 6Hz), 7. 37 (1H. 
d, J =9. 2Hz), 7. 62-7. 69 (3H, m), 8. 09 (1H, 
s) 

mmm 16 

##01 8 Oitertto (80. Omg), 4 - * ?'A3 L *$.&#i*<t:*<(t?-*- < fU 
J:U»€»tlfc4->?F^*^>y-f^PU H (1 2 7mg) <t60%7k«<t 
^-hU^A (2 0. Omg) £fflOT&«S0!l1 £|i3ttfci*f*£fT^Btt«3 (1 2 
9mg) £fcfc e 

NMR (CDC I ,) $« : 0. 95 (3H, t, J =7. 3Hz), 1. 5 9- 
1. 75 (2H, m) , 2. 56 (3H, s) , 2. 84 (2H, t, J=7. 
6Hz), 3. 06 (3 H, s) , 6. 59 (1H, s), 7. 07 (1H, 
d, J =8. 6 H z) , 7. 3 1 (2 H, d, J = 8. 3 H z) , 7. 5 6 (1 
H, dd. J = 1. 7Hz, 8. 6Hz) , 7. 64 (2H, d, J=8. 3H 
z) , 8. 13 (1 H, s) 
gflgffll 7 

1- (2. 4, 6-m^Dn^>^Jt>) -5->*>;UUfr:=:JU-2-n 

#H«80ft^l! (10 0. Omg) % 2, 4, 6 - h U * PP'OV-f JU* 
□ UK <205mg) £6 0 hU£A (2 5. Omg) €fflOT*B6 

HI <fclWfc»ffc*:fH>BW«!l (1 0 1 mg) 

NMR (CDC I 3 ) a« : 1 . 0 1 (3H, brs) , 1 . 7 7 (2H, br 
s), 3. 07 (5H,brs), 6. 53-8. 18 (6 H, m) 
£JfS*M8 
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1 -^W^OU- 5 >X)U7k~)\,- 2 -rfu y K-JU 
$M£fli8<7Mt£*!l (8 0. Omg) , *>\/'()\,trnV F (9 5. 6mg) £ 
6 0%7jcfc<b*hy$A (2 0. Omg) *ffl^T*IS«1 <bPM*ft»t>£f70 
(5 2mg) fc&fc. 

NMR (CDC l 3 ) fill: 0. 95 (3H, t, J = 7. 3 Hz), 1. 6 4- 
1. 7 7 (2 H, m) , 2. 82 (2 H, t, J =7. 3Hz), 3. 06 (3 
H, s), 6. 60 (1H, s), 7. 03 (1H, d, J=8. 9Hz), 
7. 46-7. 73 (5H, m), 8. 09-8. 17 (2H, m) 

mmm^ 9 

i- (4-^v:7aeji^W*ot/) - 5 ;u- 2 — n — ~?n 

<MINW8<B<t^!l (8 0. Omg) , 4 — VJ"fU Z^B&l&tlSftJ?-*- 

^<fcy?!*e>ftfc4-^y7pe;i^>v-oi^ny k (i 2 4mg) <t6o%* 

fcfc^MJSA (20. Omg) *fflOTSI«iW1 £W«fc*fl?fcm*BW1iJ 
(8 6mg) Zmito 

NMR (CDC I 3 ) Sffl: 0. 94 (3H, t, J =7. 3Hz) , 1. 31 
(6H, d, J =7. 1Hz) , 1. 62-1. 7 9 (2H, m), 2. 83 
(2H, t, J =7. 6Hz) , 2. 94-3. 1 6 (4H, m) , 6. 59 
(1H. s), 7. 0 4 (1 H, d, J =8. 8Hz), 7. 3 7 (2 H, d, 

J=8. 3Hz) , 7. 52-7. 5 8 (1H, m), 7. 66 (2H, d, J 

= 8. 3 Hz) , 8. 1 2-8. 16 (1 H, m) 

£«§ffl2 0 

1 -isfia^+tsjuuirt- ji,- 5 -**>xjU7ft_ju- 2 - n-^aew 

&mms<Dit£to (12 0. Omg) % is? Q^i/JUfiJUft-frf Qtjp 
(1 48mg) £6 0*7k*{b:J-MJ£A (3 0. Omg) £JfH>TSt»W 1 <fc 
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Rtt&llfr*f7llSfttt (1 0 9mg) 

NMR (CDCI,) 0ft: 1. 04 (3H, t, J = 7. 3Hz) , 1.19- 
2. 0 8 (13H, m), 2. 94 (2H, t, J=7. 6Hz), 3. 08 
(3H, s) , 6. 5 2 (1 H, s), 7. 77-7. 84 (2H, m), 8. 
1 0 (1 H, s) 

nmw2 1 

1- (5-*PP-2 — r/^fJl) -5-**>XJ\,7k-Jl,-2-n-7nr 

&2tm 8 (Dita% (10 0. Omg) , 5-^PP-2-f*7i>M>K> 
Blttgib^-*— ;U<fcUfc6nfc5-*PQ7V-OI/*piJ H (15 2ms) £ 
6 0X*«ftthy>A (25. Omg) £fl^T§*J6« 1 <hl3«te*ft£m* 
Sttttl (10 1 mg) £?«|Jt. 

NMR (CDCI 3 ) Gfifi: 0. 97 (3H, t, J = 7. 3Hz), 1. 6 5- 
1. 7 8 (2H, m) , 2. 86 (2H, t, J = 7. 6Hz) , 3. 08 (3 
H, s) , 6. 5 9 (1 H, s) . 7. 00 (1 H, d , J =4. OHz) , 
7. 3 2 (1H, d, J =4. OHz), 7. 37 (1H, d, J = 8. 6H 
z) , 7. 64 (1H, dd, J = 1. 7Hz, 8. 6Hz), 8. 14 (1 
H. d, J = 1 . 7Hz) 
£«SW2 2 

1 ~ (4-n-7a£)\,'<>*M)\,) - 5 ->*>3JUfr-;t/- 2 — n — ~fn 
8 Oitttto (10 0. Omg), 4-n-^pe;i/SJglMi:ffl«fkM 

-ii/<ty^e>nfc4-n-ypt:^>y^;^pu k d 5 3mg) t6o% 
7kMiti~ mj £a (25. omg) zm^mmm} tftinisitoft&m^Btom 

(9 7mg) &&fr 0 

NMR (CDC I ,) fitt: 0. 9 1-1. 0 7 (6 H, m) , 1 . 6 0-1. 7 
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9 (4H, m) , 2. 71 (2H. t, J = 7. 4Hz) , 2. 82 (2H, d 
, J = 7. 4Hz), 3. 06 (3H, s), 6. 59 (1 H, s), 7. 04 
(1H, d, J =8. 9Hz), 7. 32 (2H, d, J=8. 3Hz), 7. 
54 (1H, d, J =8. 9Hz), 7. 64 <2H, d, J =8. 3Hz), 
8. 1 2 (1 H, s) 
ft«HW2 3 

1- (3, 5-v^DD^ >y/^;U) -5-**>X)\,fc-jl,-2-n-Ztn 

8 <D<t&tii (10 0. Omg) % 3, 5 - v^PP'Oy^OU^p ij K 
(1 7 6mg) «t6 0%7K«-fk^-h'J^A (2 5. Omg) £fflOTHJE0>l1 <h 
P)«W:*^frUaW«te (1 1 8mg) £8*fc„ 

NMR (CDC I s ) <5ffi: 0. 9 6 (3H, t. J =7. 3 Hz) , 1. 6 1- 
1. 77 (2H, m), 2. 78 (2H, t, J =7. 6Hz), 3. 07 (3 

H, s), 6. 63 (1 H, s), 7. 12 (1 H, d, J=8. 6Hz), 

7. 2 9 (1 H, d, J = 2. OH z) , 7. 5 7-7. 6 8 (3H, m) , 

8. 14 (1 H, s) 

1- (2, Z-*J7)\,*U *>*J4)\,) - 5 - ^^>XJUytv_;U- 2 - n 

IM?«8(0<fl:£«!) (100. Omg) , 2, 3 -S^M-P'OvAOU^P »J 
K (1 4 8mg) £6 0 9* 7k*Ht* MJ •> A (2 5. Omg) £fflOT*«§«n 
<fcE«ft»ffc*:m>BWto (7 9mg) 

NMR (CDC I ,) dfl: 0. 9 5 (3H, t, J =7. 3 Hz) , 1 . 6 2- 

I. 76 (2H, m), 2. 78 (2H, t, J = 7. 6Hz), 3. 07 (3 
H, s), 6. 59 (1H, s), 7. 18 (1H, d, J =8. 9Hz), 
7. 27-7. 55 (3H, m), 7. 62 (1H, d, J =8. 6Hz), 
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8. 1 1 (1 H, s) 
££012 5 

1- (3. 4-v£aP'<>tA<JU) - 5 -**>*jU7fc-;U- 2 - n -ZfU 

&nm6<Dit£$i (10 0. Omg) » 3, 4 -V*Qa'<> % M)\,*QV H 
(1 7 6mg) £6 0%**<b^hy>A (2 5. Omg) *fflUT3USfll1 £ 
WtlUMM**m*B«*l (1 6 1 mg) £?Ufc 0 

NMR (CDCI,) a«:0. 96 (3H, t, J = 7 . 3Hz), 1. 6 3- 
1. 77 (2H, m), 2. 81 (2H, t, J = 7. 6Hz), 3. 07 (3 

H, s) , 6. 6 3 (1 H, s) , 7. 10 (1 H, d, J=8. 9Hz) , 

7. 50-7. 63 (3H, m), 7. 86 (1 H, d, J=2. OHz), 

8. 14 (1 H, d, J = 1 . 7 H z) 
£ffift!2 6 

1- (2-4M3D-4, S-j}y)V^U^yJ^)l) -5-**>X)l,fc-)l, 
-2-n-ypgM>y-JI> 
&2tm8<Dit&to (1 0 0. Omg), 2-*PP-4, 5-x7^P*J6 

PU K (1 7 7mg) £6 OX*IMW" (2 5. Omg) £fflOT*«S 

«1 £W*fcfMWH*BW* (1 6 3mg) 

NMR (CDCI,) <5«: 0. 9 7 (3H, t, J = 7. 3Hz), 1. 68- 

I. 79 (2H, m) , 2. 70 (2H, t, J = 7. 6Hz) , 3. 07 (3 
H, s) , 6. 6 0 (1 H, s) , 7. 2 0 (1 H, d, J =8. 9 Hz) , 

7. 33-7. 4 8 (2 H, m) , 7. 65 (1H, dd, J = 1 . 7Hz, 

8. 9Hz) , 8. 10 (1H, d, J = 1.7Hz) 
%MW2 1 

i- (3. s- 9 Szfu*'*> % J4W) -5->*>*;t//fx~;u-2-n-:/D 

42 



WO 97/30030 



PCT/JP97/00366 



^«8©<b^3 (100. Omg), 3, 5 -iffatt&GlStti&itrX 

-^J:u»6nfc3, (2 50mg) <t6o% 

★WW-MJSA (2 5. Omg) £ffllvC£«§fflM ^mftttMfr^amtt 

(1 6 8mg) 

NMR (CDCI,) 0«: 0. 96 (3H, t, J =7. 3Hz), 1. 6 2- 
1. 77 (2H, m), 2. 77 (2H, t, J=7. 6Hz), 3. 07 (3 

H, s), 6. 63 (1H, s), 7. 13 (1H, d, J = 8. 9Hz), 

7. 64 (1H, dd, J = 1. 7Hz, 8. 9Hz), 7. 77 (2H, d, 
J=1. 7Hz), 7. 98 ( 1 H, dd, J = 1. 7Hz, 1. 7Hz), 

8. 14 (1H, d, J = 1. 7Hz) 

nmm2 8 

1- (2. 3. 5-HJ*CII3^>y*nU) -5->*>>UUfrZi;U-2-n 

MftaofcM (i 0 0. omg) . 2, 3, 5- ku^op^>i/^;u^ 

PUH (2 0 5mg) <t6 0%7K*flS^h'Jr>A (2 5. Omg) £fflOTH«§ 
Hi (1 8 Omg) 

NMR (CDCI,) fiffi.O. 9 6 (3H, t, J =7. 3 Hz), 1. 6 9- 

I. 79 (2H, m) , 2. 67 (2H. t, J=7. 6Hz) . 3. 07 (3 
H,— s) . 6. 60 (1H. s), 7. 24-7. 28 (1 H, m) , 7. 44 

(1 H, d, J = 2. 3Hz), 7. 67 (1H, dd, J = 1. 7Hz, 8. 
9Hz), 7. 73 (1H, d, J = 2. 3Hz), 8. 10 (1H, d, J = 
1 . 7Hz) 

%mm2 9 

1- (2. 4. B-bVtWO^)],) -5->*>*JU*-jU-2-n 
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^8©^ (10 0. Omg) ( 2, 4, 6-hU*^U$Jil 
it?*-** U »&tlfc 2, 4 , 6 - h U *f-JU«> % M Jlr* D'JK (15 3m 
g) <b6 0%zk*-fb^"hU^A (2 5. Omg) £fflOT£MS«1 <tPI»fc*tt 
^m^BWtt (13 1 mg) £&fc 0 

NMR (CDC I s ) : 0. 99 (3H, t, J=7. 3Hz), 1.68- 
1. 82 (2 H, m) , 2. 10 (6H, s), 2. 38 (3H, s), 2. 8 
3 (2 H, b r s ) , 3. 04 (3H, s), 6. 57 (1H, s), 6. 88 
(1 H, brs), 6. 96 (2H, s), 7. 52 (1H, d, J=8. 9H 
z) , 8. 0 6 (1 H, d, J = 1 . 7 H z) 
StfiSOT 3 0 

1- (2. 6-^£PP^>WJU) - 5 -**>XJl>*-)\,- 

<MMH8©<t^«i O oo. omg) , 2, 6-^*nn^>y-ou*ny k 

(1 7 6mg) <t6 0%7K*<k^-^U^A (2 5. Omg) £fflOT£«HM 1 <h 
P*fc»tt£f7U B W«5 ( 1 7 2 m g ) 

NMR (CDC I ,) 0fit:O. 69-1. 2 0 (3 H, m) , 1. 65-1. 9 
5 (2 H, m) , 3. 06 (3H, s), 3. 21(2 H, brs), 6. 61 
-8. 8 8 (7 H, m) 

mm* 1 

#*fflSTne>tlfrifc£to (4 0 Omg) 0^>^MUkA7S K»» (1 7 
ml) lcO , ClCT7)cJ8Ht::J-MJ£A (10 2mg) 1 5#&IC. 4-> 

h*y-3-7;^P^y'f^PU H (4 38mg) *iMJ^ fifflT 1 B*|H] 
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fc. ^e»tl/S:»ai*i/U*^U*7A^PTh^7-f- (*PP«,A:>* 
y-;U=5 0 : 1) £fflt\ ttttW&feT^I^TXflDBtfjfc (4 9 9mg, 7 
9 %) 

NMR(CDCI 3 ) 6m. 0. 9 5 (3H, t, J =7. 3Hz) , 1. 5- 
1. 8 (2H, m) , 2. 83 (2H, t, J=7. 7Hz) , 3. 07 (3 
H, s), 4. 01 (3H, s), 6. 6 0 (1 H, s), 7. 0-7. 2(2 
H, m), 7. 4-7. 7 (3H, m), 8. 14 (1H, d, J = 1. 9H 
z) 

&mm o 

1- (^>-bf>^;U7tv-;u) -S-^^JU^^^K-JU 
5->^U^*-f (4. 1 Og) (DiSt^JWJUATS. KiSiK (5 0 

m I ) 4MC*fcTICT6 0%7k*<t*MJ$A (1 . 5 1 g) £Jq*Jt, K££ 
^IfcEiSglCT 1 5#IB)aH*L,fcfc(;:* *>M>*)\,*=.)\,9U 'J K (6. 6 
6g) £aoA. SiSlCT. 1B$|U]£#l,fc. E*6;8}8£tS*H£fl;7 >^:i 

•>A*i6}ft«Nc&i7\ i^;ux>Tttmo)t:. h^x>»*ia«iaw7K, 
nfc»»*vu*y;u*^A^PTh^7-f-rc«L. ssajjsiK<tUT*pp 

*;PA-n-/\^> (1 : 2) €:ffl^TBW«l (6. 3 0g) &mtt 0 
NMR (CDC I ,) <5tt:2. 49 (3H. s). 6. 59 (1H, d,J = 
3. 5 Hz), 7. 26 (IH.dd, J = 1. 6Hz, 8. 6Hz), 7. 3 
5-7. 60 (5H, m), 7. 28-7. 60 <4H. m). 7. 86 (2 
H, d, J = 7. 6Hz) , 7. 91 (1H, d, J*=8. 6Hz) 

*#fln 1 

1- (^>-bf>*JI,7fc-;i,) - 5 -**>*J\,fo-)\,S > K-JU 
WH1 OCOft^g (3 0 0mg) % 7 0*/**PRia$J&#K (4 8. 8 
mg) *ffll^%«2^p|««:akflE*m>aW» (2 9 6mg) fcfcfc. 
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NMR (CDC I ,) 6m. 3. 06 (3H, s), 6. 80 (1H, d, J = 
3. 9H z) , 7. 43-7. 67 (3 H, m) , 7. 74 (1H. d, J = 
3. 9 Hz), 7. 82-7. 98 (3 H, m) , 8. 13-8. 25 (2H, 
m) 

*M?ftM 2 

5 - > ^ =. > K -JU 

^(Oit^m (1 4 0mg) <h1^7K»^'J^A7KiS« (8 2 8 ^ 
I) &m^T#mm3tmmtj;lSkft*:1rii.\E1toto (7 2. Omg) 
NMR (CDC I 3 ) <5« : 3. 09 (3H, s), 6. 7 1 (1H, s) f 
7. 33-7. 43 (1H, m), 7. 53 (1H. d, J=8. 6Hz), 
7. 74 (1H, dd, J = 1. 6Hz, 8. 6Hz) , 8. 30 (1H, 
s) , 8. 6 0 (1 H, b s) 
£«HH3 2 

i- (4-:7p^>»7*ou) -5->^>^;u^-ju^>k~ju 

JMMM UDQ&to (6 9. Omg) » "4-7a**Vr % M)Wn\) K (1 1 
6mg) £6 0%**fl;*MJ£A (71. 4mg) £m*T£S60M 
Jftf^ftflUaWtt (7 1 . 4mg) 

NMR (CDC I ,) dtt : 3. 11 (3H, s), 6. 77 (1H, d, J = 
3. 8Hz), 7. 44 (1H, d, J =3. 8Hz), 7. 64 (2H, d, 
J=8. 5Hz) , 7. 73 (2H, d, J=8. 5Hz) . 7. 95 (1H. 
dd, J =1 . 7Hz, 8. 6Hz). 8. 26 (1 H, d, J = 1 . 7H 
z) , 8. 5 4 (1 H, d, J =8. 6 Hz) 
$*tffl1 3 

&*mi Q<Dit&to (5 0. Omg) Oxh7tKP77>iSjR (1m I ) 
SJRSCSrF, -7 ^[ZXx\-y^-)W)^A (1 . BOM, n-'V^y 
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mm. i . 7 5mi) £;»TUfc. Ej&msmzmmmzx 1 s^iaat^u^ 

(C. ^***^U»KMJ7SF (59. Img) fcjQ*.. $6lC1 5ttlfflflt# 
Ufc. fcIC, 3^^b-n-r^K3 6. 4mg) «rJWit» - 7 8 <CT 2 ftlHtit 

ttU SMjS»<!:L/T^»x^P-n-^-y-> (i : 4) £ffll\TS&«l& (4 

0. 5mg) 

NMR (CDC I 3 ) 6fl|:0. 95 (3H, t, J = 7. 2Hz), 1. 30- 

1. 52 (2H, m) , 1. 6 0- 1. 80 (2H, m) , 2. 50 (3H, 
s), 2. 96 (2H, t, J = 7. 6Hz), 6. 32 (1H, s), 7. 2 
0 (1H, dd, J = 1. 9 Hz, 8. 6Hz), 7. 31 (1H, s), 7. 
3 2-7. 5 8 (3H, m) , 7. 71 (2H, d, J = 7. 0Hz) , 8. 0 
8 OH, d, J=8. 6Hz) 

#mmi 4 

1- (^>-bf>;UU7fc-JU) - 2 - n - ^Jb- 5 - > * >XJ\,*-)M > K 

*Mtfll1 3(Dit&m (3 9. Omg) . 7 0 %**9U (5 6. 

Omg) *^T£#«2£E«fc«Wfc£m^W1l!l (3 4. 3mg) 
NMR (CDC I,) ««:0. 96 (3H. t, J = 7.2Hz). 1. 34- 
1. 54 (2H. m) , 1. 6 3- 1. 80 (2H, m) , 3. 00 (2H, 
t, J = 7. 4Hz), 3. 08 (3H, s) , 6. 50 (1 H, s), 7. 3 
7-7. 67 (3H, m) , 7. 75 (2H, d, J=7. 3Hz), 7. 81 
(1H, dd, J=1. 5Hz, 8. 8Hz), 8. 05 (1H, d, J = 1. 
5Hz) , 8. 36 (1 H, d, J=8. 8Hz) 

&m 15 
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2 - n - 5 - > » >7J\,*-JM > K -JU 

<M?flM 4(0fc£1ft (3 3. Omg) <M «S*lMfc*i U £A*;8>& ( 1 2 6 
u I) *ffl^T^ffl3iRI«Wi:*^*f7t>iW«!I (1 8. 8mg) 
NMR (CDC I ,) <5«: 0. 96 (3H, t, J = 7. 2Hz), 1. 3 2- 
1 . 52 (2H, m) , 1. 65-1. 82 (2H, m), 2. 79 (2H, 
t, J = 7. 6Hz), 3. 07 (3H, s), 6. 37 (1H, s), 7. 4 
0 ( 1 H, d, J=8. 6Hz), 7. 65 (1H, dd, J = 1. 6Hz, 
8. 6Hz), 8. 14 (1 H, s), 8. 35 (1H, bs) 
3 3 

2 - n 1 - (4-£Cia^>lAf;U) - 5 - > » yyUUfr-JlH- > 

■IMWI1 50fc£*3 (1 6. Omg) % 4-^PP^>y-fJU^QU K (1 

6. 7mg) <!:6 0%7jc*^hU^A (3. 8mg) UT«lt« 1 <t I3& 

fc&tt£f7UB*J«!J (18. 8mg) 

NMR (CDC!,) 0tt: 0. 89 (3H, t, J =7. 3Hz), 1. 23- 
1. 47 (2H, m) , 1. 5 3- 1. 7 3 (2H, m) , 2. 83 (2H, 
t, J=7. 5Hz), 3. 06 (3H. s), 6. 61 (1H, s). 7. 0 
6 (1H, d, J=8. 8Hz) , 7. 51 (2H, d, J=8. 7 Hz), 

7. 58 (1H, dd, J = 1. 9Hz. 8. 8Hz) , 7. 68 (2H, d, 
J = 8 . 7 H z ) , 8 . 1 3 ( 1 H , d. J = 1 . 9 H z ) 

1- e<>*>X)\,*-)l) - 5 -**J1/**- 2 - n -/*>*JUW VK-JL 
IMWII 0<D<t&m (3 0 Omg) % 30fc-n (2 9 3mg) » 
n-^*'JWA (1. 5 6M. n-^*tf>;gj& 9 4 9»l.) % 
«JWhU75K (3 5 5mg) *ffl^T<Mt«M S^PIttftliMfT^in 

1ft) (2 5 0mg) $lfc. 
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NMR (CDC l 3 ) fi«: 0. 83-1. 00 (3 H, m) f 1. 25-1. 5 
0 (4H, m), 1. 63-1. 83 (2H,m), 2. 50 (3H, s), 
2. 95 (2H, t, J=7. 2Hz), 6. 32 (1H, s), 7. 20 (1 
H, dd, J=2. OHz, 8. 8Hz), 7. 32 (1H, d, J=2. OH 
z), 7. 33 (3H, m), 7. 67-7. 78 (2H, m), 8. 08 (1 
H , d , J = 8 . 8 H z ) 
7 

1- (^>*f>*Jl^hZJU) - 5 ->*>XJU/fc-Jb- 2 - n -^>^JU^> 

#WJ1 6<Dit&fa (2 2 Omg) % 7 0%>**nPifi$,&#K (271m 
g) &m^T&mm2 tm&tt&ft&m^toto (2 1 4mg) 
NMR (CDC I 3 ) dffi : 0. 83-1. 03 (3H, m), 1. 23-1. 5 
4 (4H, m) , 1. 6 3-1. 8 7 (2H, m) , 3. 00 (2H, t, J = 
7. 7Hz) , 3. 08 (3H, s), 6. 52 (1H, s), 7. 36-7. 

6 5 (3 H, m) , 7. 68-7. 88 (3 H, m) , 8. 0 8 (1 H, d, J 
= 2. OHz), 8. 36 (1H, d, J=8. 8Hz) 

##0118 

5 ->^>x;U/K— ;u- 2 - n -^>^;u>r> k-ju 

7©<b^» (200mg) ^1tt£4cM:AU^A7Mljfi (740m 
I) *fflOT#WJ3<i:^*^*ft«f7^BWtt (1 2 3mg) €3**:. 
NMR (CDC I ,) flfig: 0. 8 2-1. 02 (3H, m) , 1 . 27-1. 4 

7 (4H, m) , 1. 6 6- 1. 8 3 (2H, m) , 2. 79 (2H, t, J = 

7. 6 Hz) , 3. 0 7 (3H, s) , 6. 3 8 (1 H. s) , 7. 4 1(1 

H, d, J = 8. 6Hz), 7. 66 (1 H, dd, J = 1. 6Hz, 8. 6H 

z) , 8. 1 5 (1 H, s) , 8. 2 4 (1 H, b s) 
*mW3 4 
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1- (4-*nn^>»7*OU) - 5 2 - n-*>^J\,<< 

&mmi 8<0i££fa (1 0 Omg) % 4 -^PP^>y^;U^p ij K (99. 
Img) <»:6 O &Tkfcfc^MJ^A (2 2. 6mg) £fflUT3SI6fll 1 tfttota 
»tt£fjOBft«!l (1 2 6mg) 

NMR (CDCI 3 ) 51:0. 78-0. 9 9 (3 H, m) , 1. 19-1. 4 
6 (4 H, m) , 1. 50-1. 8 0 (2 H, m) , 2. 82 (2H, t, J = 
7. 6 Hz). 3. 06 (3H, s), 6. 60 (1H. s), 7. 05 (1 
H, d, J=8. 8Hz) , 7. 51 (2H, d , J = 8 . 6 Hz) , 7. 58 
(1 H, dd, J = 1 . 6Hz, 8. 8Hz). 7. 68 (2H, d, J=8. 
6 H z) , 8. 1 3 (1 H, d, J = 1 . 6 H z) 

*3H*m 9 

1- (sQ^Xfrfc-Jl) -2-n-/\^->;U~5-^5 1 ;U5 : ^>K-JU 
SMfftll OOit&yi (3 0 Omg) , BOlt- n-^+v^U (314mg) , 
r\-yf-)W)f-^Jx (1 . 56M, n-^+-y->JSjft, 9 4 9 n I ) % 'vHM 
^H»»hU7^H (3 5 5mg) fcffllvCtMffHI 3 <tll«fc»ffc£m\Ba*l 
«5 (2 9 6mg) 

NMR (CDC I ,) dtt : 0. 80-1. 0 0 (3 H, m) , 1. 18-1. 4 
8 (6 H, m) , 1. 62-1. 8 0 (2 H, m) , 2. 5 0 (3 H, s) , 
2. 9 5 (2 H, t , J = 7. 4Hz), 6. 32 (1H, s) , 7. 20 (1 
H, dd. J = 1 . 8 Hz, 8. 9 Hz) . 7. 3 2 (1 H, d, J = 1 . 8H 
z) . 7. 3 5-7. 60 (3H, m), 7. 71 (1H, d, J=7. OH 
z) , 8. 0 8 (1 H, d, J =8. 9 H z) 
«Mt«2 0 
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##091 9<D<t-&m (2 7 0mg) . 7 0%***PP«£J&#» (3 5 3m 

g) zm^T&nmi t^&umtzm^tom (2 3 4mg) &&ti 0 

NMR (CDCI,) 0.80-1. 00 (3H, m) , 1. 23-1. 5 

0 (6H, m), 1. 67-1. 83 (2H, m). 3. 00 (2H, t, J = 
7. 6Hz), 3. 0 8 (3H, s), 6. 50 (1H, s), 7. 38-7. 
66 (3H, m), 7. 75 (1H, d, J = 7. 3Hz), 7. 80 (1H, 
dd, J=2. 1Hz, 8. 9Hz), 8. 05 (1H, d, J =2. 1H 

z) , 8. 3 6 (1 H, d, J =8. 9 H z) 
##912 1 

##«20<7>^«l (2 0 0mg) 1 1 «^7|cBMb* U ^AtK»>K (7 1 6m 

1 ) *fflUT##W3 tmW&toft&lri^atoto (1 3 2mg) 

NMR (CDC I j) fitt : 0. 8 2-1. 3 6 (3H, m) , 1 . 22-1. 5 

2 (6H, m), 1. 62-1. 87 (2 H, m) , 2. 79 (2H. t. J = 
7. 6Hz), 3.0 7 (3 H, s) , 6.3 7 (1 H, s) , 7. 4 1 (1 
H, d, J=8. 4Hz) , 7. 64 (1H. dd, J = 1. 8Hz, 8. 4H 
z) , 8. 1 5 (1 H, s) , 8. 4 3 (1 H, b s) 

£«§fl3 5 

1 ~ U-#nU1^J<<)\,) - 2- n-<\*-»\,-S 

&*Sm2}<D<t£to (lOOmg) , 4-^PP^>l/^;^aUH (9 4. 
Omg) <i:6 0%7jc*fl::J-MJ£A (2 1. 5mg) *fflOTH«i«i|1 tmtotn 

vkft&m^amm d 1 omg) *»jt 0 

NMR (CDC I 3 ) 0fit: 0. 7 7- 1. 0 0 (3H, m) , 1. 13-1. 4 

3 (6H, m) , 1. 5 2- 1. 7 6 (2H, m) , 2. 82 (2H, t, J = 
7. 6Hz), 3. 06 (3H, s), 6. 6 0 (1 H, s), 7. 06 (1 
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H, d, J =8. 8Hz), 7. 51 (2H, d, J =8. 5Hz), 7. 61 
(1H, dd, J = 1. 7Hz, 8. 8Hz), 7. 68 (2H, d, J=8. 
5Hz) , 8. 13 (1 H, d, J = 1 . 7Hz) 
«Mf«2 2 

£#ei1 Q<Dit£® (3 0 0mg) % ftft->^P^Pt;M^ (2 0 0m 
g) » n-75-)\,*J3-5A (1 . 56M, n-'VttfXgjg, 9 4 9 n I ) % ^ 
***^*BMJ7SK (3 5 5mg) £ffll>T*M*en 3 <h^«fc«tt*?7 
UBWIft (8 4. 8mg) 

NMR (CDC I 3 ) 61& : 0. 17-0. 3 0 (2H, m) , 0. 4 6-0. 6 
9 (2H, m) , 1. 0 4-1. 21 (1 H, m) . 2. 50 (3 H, s) . 
2. 87 (2H, d, J=6. 8Hz), 6. 56 (1H, s), 7. 20 (1 
H, dd, J = 1. 9Hz, 8. 9Hz), 7. 28-7. 6 0 (4 H, m) , 
7. 7 1(2 H, d, J =7. 3 H z ) , 8.08(1 H, d , J = 8. 9 
Hz) 

#^W2 3 

<MMH2 2<Dit&to (1 1 Omg) \ 7 0%>** (1 5 6m 

g) zm^T**M2t®*umft&m^mm (8 4. 8mg> 

NMR (CDC I 3 ) <5fl : 0. 18-0. 3 4 (2H. m) . 0. 6 0-0. 7 
3 (2H, m) , 1. 0 5- 1. 2 3 (1 H, m) , 2. 92 (2H, d, J = 
6. 5Hz), 3. 08 (3H. s), 6. 75 (1H, s), 7. 40-7. 
67 (3H, m), 7. 75 (2H, d, J = 7. 6Hz), 7. 81 (1H, 
dd, J = 1. 8Hz, 8. 9Hz), 8. 08 (1H, s), 8. 15 (1 
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H, d, J = 1. 6Hz) . 8. 35 (1H, d , J=8. 9Hz) 
<MHW24 

2 - ♦> £ □ ? □ bf 5 - .* * Jt/rt-JUW > K - )V 

Gmmisnitsm (somg) £1 y$A*«is oosm 

I) *fflt^#^fiW3<t:IPI«tt«^?70aW«5 (3 6. 3mg) 
NMR (CDC I 3 ) 0<I : 0. 24-0. 42 (2H, m), 0. 60-0. 7 
5 (2 H, m) , 1. 02-1. 2 0 (1 H, m) , 2. 73 (2H, d, J = 
6. 8Hz) , 3. 07 (3H. s), 6. 45 (1H, s), 7. 43 (1 
H, d. J=8. 5Hz) , 7. 67 (1H, dd. J = 1. 8Hz, 8. 5H 
z) , 8. 16 (1 H, s) , 8. 4 3 (1 H, b s) 

%mm 6 

2 4 <Oit-&<to (3 3. Omg) , 4 — £ P □ 'O lAf JU£ □ U K (3 
4. 7mg) <h 6 0 %foH*it1~ 9 A (7. 9mg) fcfflOTSSffiWl <hl^« 

NMR (CDC I ,) 0<I : 0. 13-0. 36 (2H, m), 0. 50-0. 7 
0 (2H, m), 0. 94-1.17 (1H, m), 2. 7 6 (2H, d, J = 
6. 8Hz), 3. 06 (3 H, s), 6. 7 9 (1 H, s), 7. 01 (1 
H, d, J = 8. 8Hz), 7. 51 (2H, d, J=8. 4Hz). 7. 58 
(1H, dd, J = 1. 7Hz, 8. 8Hz), 7. 69 (2H, d, J=8. 
4Hz), 8. 15 (1H, d , J = 1. 7 H z ) 
*Mffl2 5 

2-7'J^-1 - (^>*>;UU*-Jb) -5- **Jl^M->K-Jl 
#*#M 0fl!Mt£1& (3 0 Omg) % H<b7U^ (1 8 3mg) % n-^U 
(1. 5 6M, n-'s+tfVBifr 9 4 9 *i I ) . *T)Mtm\* 



53 



WO 97/30030 



PCT/JP97/00366 



(3 5 5mg) €ffilvc#4ff1 3 tmMtmtt&m^m® (217 
m g ) &ftftc 

NMR (C DC I 3 ) 6m. 2. 4 9 (3H, s), 3. 74 (2H, d, J = 

6. 5Hz) , 5. 09-5. 33 (2H, m), 6. 02-6. 12 (1H, 
m), 6. 34 (1H, s) , 7. 21 (1H, dd, J = 1. 7 Hz. 8. 6 
Hz), 7. 32 (1H, d, J = 1. 7Hz) , 7. 34-7. 61 (3H, 
m), 7. 74 <2H, d, J = 7. OHz), 8. 07 (1H, d, J =8. 
6 H z) 

<MtW2 6 

##012 5 (Dit^to (1 OOmg) . 7 0 □ (14 3m 

g) &m^T&mm2±mmt!L&ft*:'fr^Bmto a 0 6m g ) 

NMR (CDCI 3 ) 6<B : 3. 08 (3H, s), 3. 79 (2H, d, J = 
8. 2Hz), 5. 10-5. 39 (2H, m), 5. 88-6. 14 (1H, 
m) , 6. 5 2 (1 H, s) , 7. 3 5- 7. 6 8 (3 H, m) , 7. 7 0- 

7. 95 (3H, m), 8. 06 (1H, d, J = 1. 8Hz), 8. 35 (1 
H, d, J =9. OHz) 

#%W2 7 

2-7UJP-5->^ =L )\,<< >\i-Jl 

*#«2 6<&fl:#«i oomg) £Mstmfomt*v*&*mm oeo^ 
i) zm^T*%m3 tmn&vkftzm^toto u 6. smg) 

NMR (CDC I ,) 0tt: 3. 0 7 (3H, s) , 3. 5 8 (2H, d, J = 
6. 2Hz), 5. 20-5. 37 (2H, m), 5. 92-6. 12 (1 H, 
m), 6. 42 (1 H, s) , 7. 42 (1H, d, J =8. 7 Hz), 7. 6 
6 (1 H, dd, J = 1. 5Hz, 8. 7Hz), 8. 16 (1H, s), 8. 
3 7 (1 H, b s) 
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*mw3 7 

2-7LUU- 1 - (4-* pp^W*nu) - 5-^^>^7tvz:ju^> K- 

^2 7 0ft^3 (4 0. Omg) % 4 -£an"<>y<f ;|,£p ij p (4 
4. 6mg) £6 0%*£<b;J-MJ$A (1 0. 2 mg ) £fflOTH«HW 1 £E 
«fc&tt£f70B&«I«5 (3 8. 7mg) £&fc 0 

NMR (CDCI,) <5fi|:3. 06 (3H, s), 3. 63 (2H, d, J = 
6. 2Hz), 5. 00-5. 2 0 (2 H. m) , 5.80-6. 01 (1H, 
m), 6. 64 (1 H, s), 7. 05 (1H, d, J = 8 . 9Hz), 7. 5 
1 (2H, d. J = 8. 4Hz), 7. 60 (1H, dd, J = 1. 5Hz, 
8. 9Hz), 7. 67 (2H, d, J =8. 4Hz), 8. 14 (1H, d, 
J = 1 . 5H z) 
#^2 8 

3 5 %7K*ffc*U£A (5 8 4 mg) (Dxh5 t KP75>iS}S (1 Om l ) 
«f(C*)frTlCX5-^P^>K-^ (l. Og) Oxh^t KP77>»>S 

domi) zmztto srtja^«a*ra«fcT 1 sftMjtLfctt. - 7 8t 

iCftSPLt-y^HJ^A (1 . 4 6M, n-^>^>jSjg, 6. 9 9ml) 
*i0**:. ISiaSlCTI 5#|H)«#Lfc8L *JX*J\,i?XA,74 K (1. 3 m 

i) $e.icna«(cT3 0^iiii*»o/t o jfct, s^s^tt* i «g 7 jc 

5A*PTh^7-f-lCttU £tfiStt<fcUTn-^*tf>-trai?^Ml 
0:1) fcfllivrsnft (0. 4 2 g) £»;t. 

NMR (CDCI,) fit: 1. 2 7 (3H, t, J =7. 26Hz), 2. 9 0 
(2H, q, J=7. 26Hz), 6. 51 (1H, s), 7. 35-7. 20 
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(3H, m), 7. 74 (1 H, s), 8. 13 (1H, brs) , 7. 74 
(1 H, s) 

#3«I2 80<t£1*l (0. 4 2g) % ^>f>mz^D»JH (4 24u 
I) % 6 0%7K*^HU^A (1 3 3mg) £ffi(,vc#3fll1 0<*:Plttfc«ft 

tfrnaw* (o. 7 1 g ) 

NMR (CDC I ,) 2 7 (3H, t, J = 7. 2 6Hz) , 2. 92 

(2H, q, J=7. 26Hz), 6. 6 0 (1 H, d, J=3. 6 3Hz) , 
7. 3 1- 7. 3 4 (1 H, m) , 7. 4 1-7. 56 ( 5 H, m) , 7. 85 
-7.92 (3 H, m) 
$3043 0 

1 ~^>-g>;UU7tv-JU- 5 -XtPA,^*- 2 - n - ~fU > K-Jb 
$30(2 9(D<b^3 (0. 6 1 g) % n-ZfJ-jVVJ-Vk (1 . 60M. n-/\ 
1. 4 4ml) . ^*1r>^;W*KMJ7£K (669^1) , 3 
•Xkn-^Q^U (3 7 4 u I ) *fflt>T#3fl1 3 £IWfc»tt*?70S ttfe 
(2 1 4mg) fcfcfc. 

NMR (CDC I ,) 0«: 1. 02 (3H, t, J = 7. 26Hz), 1. 28 
(3H, t, J = 7. 26Hz), 1. 72-1. 81 (2H, m) , 2. 88 
-2. 96 (4H, m), 6. 33 (1 H, m) , 7. 15-7. 30 (1H, 
m) , 7. 32-7. 41 (3H, m), 7. 45-7. 5 2 (1 H, m) , 
7. 72 (2H, d, J=7. 26Hz) , 8. 08 (1H, d, J=8. 57 
Hz) 

<Mf«3 1 

1 -^>-bf>XJU7fc-JU- 5 -X^>^JU7k_JU- 2 - n -yqe^> K~ 

2k 
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^3 0©M (2 14mg) , 7 0 &>**oq»5&Jfi fi (2 9 4m 

g) *fflUT^W2<!:^««:»^f7l^BW«5 (1 9 Omg) £?3;t. 

NMR (CDC I 3 ) fifil: 1 . 0 4 (3 H, t, J =7. 26Hz), 1. 2 8 
(3H, t, J=7. 2 6 Hz ) . 1. 83-1. 75 (2H. m) , 2. 99 
(2H, t, J = 7. 26Hz). 3. 14 (2H, q, J = 7. 26Hz) , 

6. 50 (1H, s), 7. 49-7. 43 (2 H, m), 7. 61-7. 56 
(1 H, m), 7. 78-7. 74 (3H, m), 8. 01 (1H, d, J = 

1. 32Hz), 8. 35 (1H, d. J=8. 91Hz) 

##013 2 

5 -x^ >^;i/7tv-;u- 2 -n-zfn zjm > K-Jl/ 

&mm31<D<t£m (I 9 0mg) , 1&£7jc»<fca«J$A7kig>8 (1. 5m 

i) &mi\T&mm3£R&tjimft&m*Btoyi (i osmg) 

NMR (CDC I,) «I: 1. 02 (3H, t, J = 7. 5 9 Hz) . 1 . 2 6 
(3H, t, J =7. 5 9H z) . 1 . 8 2- 1. 7 3 (2 H, m) , 2. 77 
(2H, t, J=7. 5 9 H z ) , 3. 13 (2 H, q, J =7. 26 Hz), 

6. 37 (1H f s) , 7. 40 (1H, d, J=8. 57Hz), 7. 60 
(1H, dd, J = 1. 6 0 Hz, 8. 5 8 Hz) , - 8. 10 (1H, s), 

8. 37 (1H, brs) 

SS«Ifll3 8 

1- (4-» PBAW*rj|,) -5-Xf»>^JP?k-;U~2-n-^aejUW > 

#%«3 20jt£*5 (1 0 8mg) % 4 -£PP^>y-f A>*CI »J K (82m 
I ) v 6 0 X**<t* h y $ A ( 2 1 m g ) £ffl(,\T*J«M 1 £Httft*tf?£fr 
HBW«D (1 4 5mg) 

NMR (CDC I ,) 6ffl : 0. 9 5 (3H. t , J = 7. 2 6Hz), 1 . 2 7 
(3H, t, J =7. 26 Hz), 1. 75-1. 6 0 (2 H, m) , 2. 81 
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(2H, t, J = 7. 26Hz), 3. 12 (2H, q, J = 7. 58Hz), 

6. 60 (1 H, s), 7. 06 (1H, d, J = 8. 91Hz), 7. 5 6- 

7. 43 (3H, m) , 7. 68 (2H, d, J =8. 25Hz) , 8. 0 9 
(1 H, d, J = 1 . 3 2 H z) 

#38)3 3 

5-7Pt-<>K-^ (2. Og) , -3 5***<fc*y$A (1 . 17g), 
t-WJW (1. 4 6M, n-1>*>i£m> 14. 0ml), y(n 
-JQZJI) (3. 2ml) £m^T&2tm2 8 tm&te&ft£1ri 

(1 . 7 8 g) 

NMR (CDCI,) 01:0. 9 9 (3 H, t, J = 7. 26Hz) , 1. 69 
-1. 55 (2H, m) , 2. 86 (2H, t, J =7. 26Hz) , 6. 51 
(1 H, s) , 7. 30-7. 15 (3H. m) , 7. 7 3 (1 H, s) , 8. 
10 {I H, brs) 
##0134 

<M|013 3<0<b£Vi ( 1 . 78g) , *>-\£>7>fr*=L)V#U V K ( 1 . 6 7 
ml), 6 0 h 'J 9 A (5 2 2mg) £ffllvC#SflM 0 £EJ«ft» 

(3. 0 8g)^&. 
NWR (CDCI,) 01: 1. 0 0 (3 H, t, J = 7. 2 5Hz) , 1. 7 1 
-1. 55 (2H, m) , 2. 87 (3H, t, J=7. 26Hz) , 6. 60 

(1H, d, J = 3, 63Hz), 7. 32 (1H, dd, J=8. 58Hz, 
1. 65Hz) , 7. 57-7. 41 (5H, m), 7. 92-7. 85 (3 
H, m) 
#%fl!3 5 

1 -^>-bf>;*JUrt- JU- 5 - n -ZfU YL)\rf-*- 2 - n - ?U > K- 
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Jk 

<M*fl340{t^5 (3. 08g), n-mUfJA (1. 60M, n- 
^*-0->iS«v 7. 0ml) , ^*1MfW*tt MJ 75 K (3. 2ml) , 3 
*4fcn-zra\Z)\, (1. 8ml) «Jf!lvrMfl1 3£Htt&!tft€miBntt 

(1 . 2 4g) £&Jt. 

NMR (CDC l 3 ) 5ft : 1 . 04-0. 92 (6H, m), 1. 65-1. 5 
7 (2H, m), 1. 81-1. 68 (2H, m), 2. 96-2. 85 (4 
H, m) , 6. 32 (1H, s), 7. 28-7. 24 (1 H, m) , 7. 42 
-7. 35 (3H, m), 7. 55-7. 44 (1 H, m), 7. 72 (2H, 
d, J = 7. 26Hz), 8. 07 (1H, d , J = 8. 58Hz) 
#*«3 6 

1 - 1>V> JU- 5 - n -•Jurt>7.)\,*=.)\,- 2 - n -^D \*JM 

#*0I3 5<Dfc&® (3 0 Omg) , 7 0 □ PifigBSK (3 9 7m 

g) €m^T#^2&1M3Mltt*lT^Bntt (3 0 6mg) fcfcfc." 
NMR (CDC I ,) 0<B : 1 . 06-0. 96 (6H, m), 1. 83-1. 7 
0 (4H. m), 2. 98 (2H, t, J=7. 58Hz) , 3. 12-3. 0 
6 (2H, m) , 6. 50 (1H, s) , 7. 4 6-7. 3 8 (2 H, m) , 
7. 60-7. 52 (1H, m) , 7. 77-7. 68 (3H, m), 8. 00 

(1 H, s) , 8. 3 4 (1 H, d, J =8. 9 1 H z) 
^3 7 

5 - n -^P/t^JWfrZJb- 2 - n -?UV.}\,A > K-JU 
##fll3 6(D<t£«8 (30 6mg) % 1 «£*»<ta 'J 9A*;8jS ( 3 . Om 
I) *fflC\Tl^#«3<!:ig««:»^fTlNaW«J (1 1 Omg) fcfcfc. 
NMR (CDC I,) 6fi : 1 . 0 2-0.9 2 (6H, m) , 1 . 80-1. 7 
0 (4H, m) , 2. 77 (2H, t, J=7. 33Hz) , 3. 1 3-3. 0 
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4 (2H, m). 6. 37 (1H, s), 7. 40 (1H, d. J=8. 55H 
z) . 7. 61 (1H, dd, J = 1. 71Hz. 8. 54Hz), 8. 10 
(1H, d, J=0. 98Hz), 8. 31 (1H, brs) 

mmm3 9 

1- (4 -frPP^WW JU ) - 5 - n -^Qy^^JUTk- JU- 2-n-fn 

SMI0II3 7<Dffc£& (1 1 Omg) % 4 -{? P Ws*J4 A,£p ij K (80m 
I) v 6 0%7K*<k^-h'J^A (2 Omg) €A)lvCJHfe0| 1 <hll«fciftf*£f7 
1>BW% (1 1 7mg) 

NMR (CDCI ,) d« : 1 . 02-0. 92 (6H, m), 1. 76-1. 6 
2 (4H, m) , 2. 81 (2H, t, J = 7. 57Hz) . 6. 6 1 (1H, 
s), 3. 15-3. 03 (2H, m), 7. 06 (1H, d, J = 8. 54H 
z) , 7. 5 7-7. 4 5 (3H, m) , 7. 7 6-7. 6 6 (3H, m) , 
8. 09 (1H, d, J = 1. 46Hz) 
«M*ffl)3 8 

1- -1 
-«>»p/\^r»y-JU 

*M x J-fU\±)\,7X> (1 3 2mg) OT-h^tKP7^>»}ft (0. 7 5m 
I ) (COtfZT* n-^JUU^A (1. 5 6M, 'S*tf>iS», 7 6 1/i 
I) £STU £(&Mtt3ttfcS>RlC|pliB-C 1 -*>M>*)\,ib-)\,- 
*4>*-}\, (3 0 Omg) <Dxh7bKP77>»* (1. 2 5ml) £»T 

i/5&>s*3 o#at#ufc. $e>ic sj[&»*-7 8 , cicjfraju i^p^tt 

/> (1 1 7mg) *AP^ tt»U^e>iS«^lcSia*T»lf, 36IC3 

U *MS*-C8fe8^ fc*«ttKT**i/$ATE*k Bit* fcfctlfc 
»££*PP*^-A*tf>;^lll£||U *Rfe*M*<&Bttto (2 6 8mg, 
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6 8%) 

NMR (CDC I j) flfifi : 1 . 1 - 1 . 4 ( 1 H, m) , 1 . 5 - 1 . 8(5 
H, m) , 1 . 8-2. 0 (3H, m) , 2. 3-2. 6 (1 H, m) , 2. 4 
5 (3H, s), 4. 66 (1H, s), 6. 65 (1H, s), 7. 14 (1 
H, dd. J=2. 1Hz, 8. 8Hz), 7. 28 (1H, d, J = 2. 1H 
z) , 7. 3-7. 6 (3H, m) , 7. 80 (2H, d, J=7. 6Hz) , 

7. 8 9(1 H, d, J=8. 8Hz) 
E I - MS m/z : 4 0 1 (M + ) 

i -^>-faf>^;t/7tN-ju- 5 2 - (»>*p/\*-fe>- i 

JU) -4>\:-J\, 

3 8 (Dit-SVl (1. 6g) <fc MPX>>UMv>tt (6 9mg> © HUx 
>iS)R (4 0m I) £H$|ffl«3flU l!^«ffc7>^£A*;g«lc&l7>^x 

>:K»X^U=4 : 1) *fflt>#*U fcfefctt© B Wlfc (1. 4g, 9 2 

NMR (CDC I ,) 0fit: 1. 6-1. 9 (4 H, m) , 2. 1 -2. 6 (4 
H, m), 2. 47 (3H, s), 5. 72 (1H, m), 6. 27 (1H, 
s), 7. 1-7. 5 (5H, m), 7. 60 (2H, d, J=7. OHz), 

8. 0 8 (1 H, d, J =5 8 . 9 Hz) 
##<H4 0 

->r;i») ->r>K-;u 

*#W3 9©ffc£fc| (1 8 0mg) (D^PP*^A»« (4. 7ml) |C0"C 
JCT, ***PP«£J&«* (2 3 2mg) fcinAEiSlCT 3 0#8l#Lfc. 
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l*T, K/£»£l&tt&Bto** MJ£ ATkBftlC&lj. *PP*JUATtttilU 
fc. *PP*;UA»££^K-C2ft»U *fE»T^*i/£AT£ttL ttii. WML 
fc. W€>n/t»26**>U*y;^7A^P"7H^7-f- (*PPtM,A:>* 
y-JU=5 0 : 1 ) £ffll>#«U &fef»*0SW1*} (174mg, 90%) € 

NMR (CDCI,) 0fl : 1 . 6-1. 9 (4H, m), 2. 21 (2H, 
m), 2. 39 (2H, m), 3. 07 (3H, s), 5. 71 (1H, m) , 

6. 46 (1H, s), 7. 37 (2H, t, J =7. 8Hz), 7. 52 (1 

H, t, J = 7. 8 H z) , 7. 65 (2H. d, J = 7. 6Hz), 7. 83 
(1H, dd, J = 1. 2Hz, 8. 9Hz) , 8. 02 (1H, d, J = 

I. 2Hz), 8. 91 (1H, d, J=8. 9Hz) 

&mm4 1 

4 0 (Dit&tol (1 5 0 m g ) <D**/ -;uis>s ( 3 . 6 m I ) (C 1 
TfcKfcrt'J 2A*;§« (7 2 2/1 I) 4 ^MSdfE U/^. i^OT, fiJC&jflte 

»*fiU7klC*tf\ ^PP^UATtttiiUfc. *PP*;UAM£££*T2fe»U 

P7h^77-f- (*PP**A : >*/-JU=2 0 : 1) 6fe 
TOI^ (7 5mg, 7 6%) &mit 0 

NMR (CDC I ,) 0*71. 6 — 1 . 9 (4 H, m) , 2. 1 7 (2H, 
m) , 2. 4 6 (2H, m), 3. 0 7 (3H, s) , 6. 2 3 (1 H, 
bs) , 6. 5 4 (1 H, s) , 7. 4 2 (1 H, d, J =8. 6 H z) , 

7. 67 (1H, dd, J = 1. 8Hz, 8. 6Hz), 8. 17 (1H, 
s) , 8. 5 0 (1 H, b s) 

£«§tt4 0 

1- (4-yJl^O^>\f^)l) -5-** >3JU7fc ~ JU- 2 - (»>^P^ 
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1>>- 1 -4iV) ->(>F-Jl, 

&mm4 1 <Mt&fo (5 Omg) (Dst^JUfcfrATS. KiSifc (1 . 8ml) 
ICO'CKT, zkfcfl^MJ^A (1 Img) £JjP*.EIST 1 5ttH#U S£ 
IC, 4-7^P^>l/>fJU^ng H (4 3mg) fclJOx., SiST**««#l/ 
fc 0 KJfc>8£i&*Dffi<b7>€;i£A7k;8j8lc&tf\ MUxVTttttiUfc. 

K : tfKx?SU,= 1 : 1) £ffll\#ttU afe*»*<7)B Wfo 

(2 1 g, 3 0%) £&fco 

NMR (CDCIj) Sfil : 1 . 2-1. 5 (4H, m), 1. 90 (2H, 
m), 2. 11 (2 H, m) , 3. 09 (3H, s). 5. 7 6 (1 H, m) , 
6. 64 (1H, s), 7. 12 (2H. t, J=8. 5Hz), 7. 59 (2 
H, m), 7. 79 (1H, dd, J = 1. 8 Hz, 8. 64Hz), 7. 94 
(1H, d, J =8. 6Hz), 8. 20 (1H, d, J = 1 . 8Hz) 
^4 2 

i -^>-g>*;u*-;u- 2 - HJ ^JU^^~;U- 5 >K- 

2k 

1 -'OH>XJ\,*=.)\,-S-*?'J\,?iM>\i-)\, (1. Og) <Dfh5t 
KD77>iS>K (3 Om I ) fC- 7 8"CICT, n-^;PU^->A (1. 6M, 

^*t*->;8>R, 2. 5m i ) sa^u 1 5#&rc^*iM^;uy>ighy7$ 

H (1. 2g) 3S>IC1 5#fclcMJ:/*\U^>*py K (1.34 

g) EJfc«£IPJST9 07HK#Ofc. i&»l*fb7>*.z.$A7k 

«»fc*itK»xf-^T«aiufc. ft»x^ni*jattKM7K*^hy^A*jg 

y*^A7A^P7^77^-- C^tf^ : Ift*X^U= 1 0:1) T»« 
U *Rfe;*#<DBA*Jlftl (1. 4 6g, 7 5%) 
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NMR(CDCI S ) d«:0. 89 (9H, t, J=7. 2Hz), 1. 0- 
1 . 7 (1 8H, m) , 2. 48 (3H, s) , 6. 7 5 (1 H, s), 7. 1 
3 (1 H, d, J = 8. 8Hz), 7. 3-7. 6 (3H, m), 7. 62 (2 
H, d, J = 7. 0Hz), 7. 73 (1H. d, J=8. 8Hz) 

*Mtfl|4 2<&<b£1«!l (1 2 0mg) , a$<t«>i£> (7 0 0mg) £>>*n 
□ /t^^^Atf^h'J 7i-^^7-f > (1 3 3mg) OI^; -JUJRSliK 
(12ml) £3Bffl«3fEL/fc. EJfcifcfc-t^'f hfcfflUitiSU ^fctt/tilfc 

= 10:1) T#*U fcfeS*tt©Bfl*)ie! (9 9g, 5 0%) fcfcfc. 

NMR (CDC I ,) (5 fit: 2. 5 1 (3H, s) , 6. 4 8 (1 H, s) , 7. 

2-7. 6 (12H, m), 8. 22 (1H, d, J =8. 6Hz) 

4 4 

*M£«4 3<0<b^ (9 0mg)m HfifiWSt^O^ifCJRfey^ 
7770Sn«l (8 5mg, 8 7%) «it 

NMR (CDC I ,) «tt : 3. 10 (3 H, s), 6. 64 (1 H, s) . 7. 
2-7. 6 (10H, m), 7. 91 (1H, dd, J ■ 1 . 6Hz, 7. 3H 
z) , 8. 11 (1H, d, J-1. 6 Hz), 8. 52 (1H, d, J =7. 
3Hz) 
**M4 5 

2-7±-)\,-S-** > K— Jl/ 

&mm4 4<Dit^vi (somg) ^ffliv $«iei4 <hraito7m-c a 

llim (49mg, 9 9%) 

NMR (CDC I,) fifll: 3. 10 (3H, s) , 6. 9 4 (1 H, s) , 7. 
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3-7. 6 (4 H, m) , 7. 6-7. 8 (3H, m) , 8. 2 6 (1 H, 
s) , 8. 7 5 (1 H, b s) 

##fll4 50<t^fel (4 0mg) tA-#nQ*>*M)\,#Qij\i (3 9m 

g) zmK\ nfcmstmitiioyjmvm&T^-PTXvBtoto (2 4m g , a 

0%) 

NMR (CDC I j) 6m : 3. 12 (3H, s) , 6. 8 9 (1 H, s) , 

7. 1-7. 4 (7H, m), 7. 51 (2H, d, J =8. 6Hz) , 7. 8 
4 (1H. dd, J = 1. 5Hz, 8. 8Hz), 7. 92 (1H, d. J = 

8. 8Hz) , 8. 29 (1 H, d, J = 1. 5Hz) 
«Mt#!l4 6 

2- (i -^>tf>^jU7tc_^-5-y^^>r>K- < ;u-2->rji/) 

7th>(7 6 7m g ) */hi\ tmm<oum-c&&mx<DBmto 

(2. 4g, 5 0%) £?|fco 

NMR (CDC I ,) d«: 1. 8 4 (6H, s) , 2. 4 6 (3H, s) , 
4. 94 (1H, s), 6. 65 (1 H, s), 7. 15(1 H, d, J =8. 
8 Hz) , 7. 2-7. 6 (4H, m) , 7. 8 2 (2H, d, J =8. OH 
z) , 7. 8 9(1 H, d, J =8. 8H z) 
E I —MS m/z : 3 6 1 (M + ) 
«MH«47 

#%ai4 1 oit&to (8 5 sm g) &m\ zmw2 t®m<DH&xGm* 

©B««! (9 7 7mg, 6 9X)£»fc. 
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NMR (CDC I,) fltt:2. 2 4 (3 H, s), 2. 48 (3H, s). 
5. 14 (1H. s), 5. 29 (1H, s), 6. 37 (1H, s), 7. 2 
-7. 5 (5H, m) , 7. 65 (2H, d, J=7. 6Hz) , 8. 08 (1 
H, d, J = 8. 6 H z) 

mm 4 8 

i 5 — >^ >^;U7tv_ ju- 2 — r yyp^_ju< v ^ 

*M*014 7<D<fc^««D (8 2 5mg) JM*fl4 0 <fcl^«(D*3rca&fe» 

(4 2 8mg, 4 9%) 
NMR (CDC I 3 ) d«:2. 25(3 H, s), 3. 07 (3H, s), 
5. 15 (1H, s), 5. 37 (1H, s), 6. 55 (1H, s), 7. 3 
-7. 6 (3H, m), 7. 70 (2H, d, J=7. 6Hz), 7. 85 (1 
H, dd, J = 1. 5Hz, 8. 6Hz) , 8. 03 (1H, d, J=1. 5H 
z), 8. 36 (1H, d, J=8. 6Hz) 

imkpm 9 

$3ffl4 8<D<t£$l (4 0 Omg) *M?«4 1 <tPI«©^Tafe» 

(2 4 9mg, 9 9%) ^t. 
NMR (CDC I 3 ) «fil: 2. 2 1 (3H, s) , 3. 0 8 (3H. s) . 
5. 19 (1H, s), 5. 40 (1H, s) , 6. 66 (1H, s). 7. 4 
5 (1H, d, J = 8. 5Hz). 7. 71 (1H, d, J=8. 5Hz), 
8. 2 0 (1 H, s) , 8. 6 1 (1 H, b s) 
$£014 2 

1- (4-»DD^W^ii) - 5 - > * >x jufr - ;u - 2 - >r v ^ - ji 

^4 9©ft^fj (2 3 Omg) £fiK\ 5 <l:PI«l<0^TJ!Rfe7t 
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JU77*<&BW1Ml 7 3mg, 4 7%) *&fc e 

NMR (CDCI.) dm: 1. 9 5 (3H, s), 3. 09 (3H, s), 5. 
04 (1H. s). 5. 07 (1H, s), 6. 78 (1H, s), 7. 43 
(2H, d, J=8. 4Hz) , 7. 58 (2H, d, J=8. 4Hz) , 7. 
7 8 (2 H, m) , 8. 2 3 (1 H. s ) 

rami 

cox-2%aiffliia(Dftig 

tKOX-20cDNA|JLP S$iJ»fc hJ*S*c D N A^-f 77 'J- (CL 
ONETECHtt) «fct), 77-* • A-f^'J^-f-tf-f >a> (plaque 
hybridization) |C<fcU*P-~>^U p COS- 1 ICtl*£A/ 
TpCOS-hCOX"2^l,t. pCOS-hCOX-2£CHO«BlfelC 
Xl/£ hP#U-*>3>i*Th7>^7xf hU COX — 2f&SL$ U — > 2 A 
1 2£fcfc. 
tt«01 2 

COX-2)fi1ftWga 

COX-2&J«>n->2A1 2£96fi7V-MC3000/we I IT* 
4 8 we I I * H a n k s »Tlfc8> U H a n k s jglCgflll, 

fc#3ME©ftd*€J0A. % 3 7«CT3 OftlBUSfcLfc. 77* K>»>g>8£t£a 
fil 0*tM£tt*J:?|Cin*.. SSIC3 0»IWMU iS*±3l*<DPGE2» 
*PGE.2 E I A*?h (CAYMANtt) T»EUfc. COX-2SS14 
(*) li» Hank sjflteiQxfcwe I I T£££n/i: P G E 2»£ 1 0 0%t 
UT, Iwe I IOPGE2i*»£U &it-£t®<D I C 5 0«£J*&L£:. 
IS^S4lC^Ufc„ 



67 



WO 97/30030 



PCT/JP97/00366 



& 4 



itsmmn ic„t (m) 



nmw2 4.0 xio" 7 
nmms 6.o xio -7 

HJS014 4.0 XIO" 7 



i 
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n ^ <d i i 

1. -*5£ (1) 

^^N n (1) 
,C-0 

R 3 

u< tt^tt»(tt<D7;u*;u«Tfe57^*;u*^7K-^u». 7)Wr—)\,mft 
tfimtm 2-7 ©ma t o < [tftimfto7)\,'r-)vm-vibZ7)\,'r-)\,* 
;u*~;u*, 7;u*-;ua$#;w^*» 2-7 u < ii^tt»tto7^ 
*-;i/«T*S7;i/^ju*ju^;i,s, jfefcii, - (ch,) m -R 4 zm 
t>t, 

^ttffll«o7;^*;^sr«*^nTt^Tt>«fcl^^!l» 3-6 ov^n?^ 
tt«07;u^;p»*tot-, 

R 3 li» «Jfc»£WUTUT«foJ:07'J-;i'*» «*S£*rUTlvr<fe<fcU 

2. Hftit (1) Icfcivc. R 2 «^^>^^~;u«Xttx^>x;U^-;wiT 
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3. -tflt (1) ICfcUT, R 7*fcfli^ K«»1-6 0II«|<,U<(i^tt 
7;U*-;U«, ftJMk4~6 0*>£D7Jl'4-:^l/S, 7 'J -JUS, /\xP7U- 

tt. - (CH 2 ) m -R\ CCT, m, R 4 liWE<*:PlD«i*^t>r, Tfcy. 
TOT*>«fcU7x:=JI>*, KJM^WUTl>Tfc<fcUlfcJRtt3~6<D^P7;U 

1 ftimoitsm&ttittvfcm®. 



4. 2-x^-ju-i- (4-7^p^>v/^;u) -5-^^>^;u^-;k> 
> K-Jk 

1- '<4-7nf*W-OM -5-/^>X^-^-2-n-^peJK> 
1 - ( 4 PD^>^JP) - 5 ->*>;ui>*rj|/- 2 - n -7*P fc^M' > 

S-**>X)\,*=.)\,-2-r\--?ae)l,- 1 - (4- hU 7;u^-p>^u^> 
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% MM — f>K-Jk 

K-;k 

1- (2, 4-v^PP^>y-f;U) -5->*>*JU*-;i,-2-n-:/Pt: 

^r>K-Jk 

5-^^>^;U^~;U- 1 - (4-* h**>^>y^;b) - 2 - n - 7*P tTJK 
>K-Jk 

1- (6-^PPZ3f//fjb) - 5 - ^^>7^»- 2 - n - ^P 
>K-Jk 

i- <4-xm,*>iAow - 5 - 2 - n - yneK> 

K-Jk 

1- (5-7Pt-2-^PP^V^^) - 5 - > * >7JUtK-JU- 2 - n - 
^PfcfJkOK-Jk 

5->*>*jM*xjW-1 - (4->5 L ;i^^>y-< JU) -2-n-yptrju 

*>F-;k 

1- (2, 4, 6-MJ*PP"C>lAf;W -5->^>^7^-^-2-n- 

1 -^>y-<;u- 5 ->*>*jm^p- 2 - n-7n e^-f > K-;k 

i- (4— ry^pt:;i^c>v-f^) -5->*>x;M*-;k-2-n--;/pt: 

JK>H-;k 
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K-;k 

1- (5-^an-2-xy^) - 5 ->*>*;u*-JU- 2 - n -^p 
<<>K-Jk 

1- - 5 >7Jl,*-;i>- 2 - n - ^P tf 

JH'VF-Jk 

1- (3, 5-^PP^>^^) - 5-**>X)l>*-)\,-2-r\-ya£ 

i- (2, 3->>7;m-P'<>v-ou) -5->^>^;p^;u- 2-n-^p 

i- (3, 4-^np^>^;p) - 5 2 - n -^p t? 
JUOK-Jk 

1- (2-*pp-4, 5-^7;u*a^>y«<^) - 5 

2- n-yp tr;M->K-;k 

;u-<>H-;k 

1- (2, 3, 5- h'J^PP^>y-f^) - 5 -*<9>*)\,-fc-)l- 2 - n - 

^■p tr^-oH-jk 

1- (2, 4, 6- MJ^rt^VlAOU) -5->*>yUM^U-2-n- 

ype^-r>K-;k 

1- (2, 6-^PP^>^^) -5-/*>XMv^U-2-n-?Qt: 

;u-<>K-;k 

1- (4-> h4 t *>-3-7^p^>v/'f;p) - 5-/^>^;^-;u-2 - 

1- (4-7Pf^.AOl>) -5->^>^P?fcz.;K>H~;k 

2 - n-y^iV- 1 - (4-^PP^>l/^) -5-/^>^Uj1v-^>K 
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-;k 
K-Jk 

1- (4-*PP^>y-OlO -2-n-M^>JU-5->*>*JU*- < IH'> 

Jk 

i- (4-^pp^>^^) - 5 -x*>;uu7tv-;i/- 2 - n-yp tJU-O 

K-Jk 

1- (4-*PP"<>tAOlO -5-n-:7P/t>yUU*-Jl,-2-n-yPt? 

ju-OK-Jk 

i- (4-7;u^-p^>v^r;u- 5 ->*>*;u*:uu- 2 - (v^p^-tv 
- 1 -ou) — r>K-;k 

1- (4-^pp^>y-f;u) - 5 2-7i-;k>k- 

1- (4-*PP^>iAOU) - 5 2 -'f v^q^zm 

5. -USSC (2) 



H 
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-QTii^Mit^mt. -fScS. (3) 

R'COOH (3) 

8 . «;£<D«gHS& 1 4 JHOlvftlfr 1 JSlC&«<7Mb£to£S^T**aifc£ 

JR. 



74 



J INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP97/00366 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 6 C07D209/08, 12, 401/06, 405/06, 409/06, A61K31/40, 44 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification syitem followed by dassificstion symbols) 

Int. CI 6 C07D209/08, 12, 401/06, 405/06, 409/06, A61K31/40, 44 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAS ONLINE 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP, 7-2770, A (Adir et Co.), 
January 6, 1995 (06. 01. 95), 
Full descriptions & AU, 9461974, A 
& EP, 624575, Al & PR, 2705095, A 
& CA, 2123267, A & ZA, 9403255, A 
& NZ, 260505, A 

JP, 7-215966, A (Merck Frost Canada Inc.), 
August 8, 1995 (08. 08. 95), 

Full descriptions & EP, 535925, Al 
& CA, 2079376, A 

JP, 7-224063, A (Merck Frost Canada Inc.), 
August 22, 1995 (22. 08. 95), 
Full descriptions & EP, 535926, Al 
& CA, 2079375, A 

JP, 60-209564, A (Pfizer Inc.), 
October 22, 1985 (22. 10. 85), 
Full descriptions & EP, 156603, A 
& AU, 85400059, A & NO, 8501054, A 



1-8 



1-8 



1-8 



1-8 



Further documents are listed in the continuation of Box C. [ | See patent family annex. 



Special categories ef died docweatt: 

to be of particular relevance 
M E~ nrtier doaraatbttpaM 

M L" doomiest wkich may throw doobes oa priority daiaafs) or which is 
cited to establish the pubilcatioa date ef aaotber dtatfoa or other 
special reason (as i " 



docameat referring to aa oral disclosure, ant, axaibWoa or other 



*P* docQaxatpubliahrt 
the priority date claimed 



T" later docuanentpabt^ed after to OUna dau or priority 

date aad not ia conflict with the appUcatioa but cited to eoaVfstand 
the principle or theory uoderiyiag the invention 

"X N document of particular relevance; the dalmed invasion caanot be 
cenddered novel or caanot be considered te involve aa inventive 
step when the documcat is taken alone 

**Y" document of particalar relevance; the claimed invention caoaot be 
considered to involve an iaveative step when the docuoeet is 

M *V* doenment member of the same patent family 



Date of the actual completion of the international search 
April 25, 1997 (25. 04. 97) 



Date of mailing of the international search report 
May 7 # 1997 (07. 05. 97) 



Name and mailing address of the ISA/ 

Japanese Patent Office 
Facsimile No. 



Authorized officer 
Telephone No. 



Form PCT/1SA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP97/00366 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category' 



Citation of document, with indication, where appropriate, f the relevant passages 



Relevant to claim No. 



& DK, 8501213, A & US, 4556672, A 

& FI, 8501069, A & PT, 80117, A 

& DD, 232039, A & ES, 8603408, A 

& CS, 8501920, A & ZA, 8501991, A 

& RO, 90952, A & CN, 8501028, A 

& IL, 74631, A & IL, 85130, A 

& CA, 1251441, A & SU, 1445556, A 

& FI, 8904540, A & JP, 4-235165, A 



Form PCT/1SA/210 (continuation of second abeet) (July 1992) 



SBttJflMMI PCT/JP97/00366 



A. &W<omtS#$<D#& (BBRttlWMS (I PC) ) 

Int. CI ' C07D209/08. 12, 401/06. 405/06. 409/06. 
A61K31/4 0. 44 



»S«}To/rfi/M6fi» (3IBfflt£gB (IPC) ) : 
IntCl* C07D209/08. 1 2. 401/06. 405/06. 409/06, 
A61K31/4 0. 44 



CAS ONL I NE 



c. &x+ztm«>c,tiz*m 



SIBiXitt© 



8»:ft©gB©3# 



TP, J-2 7T0. A (Tf-«-*.x a >/<--), 6. lfl. 1 9 9 5 (0 
6. 0 1. 9 5). itX&AV. 9461974, A&EP, 624575. A1& 
FR. 2 7 0 5 0 9 5 , A&CA, 2 1 2 3 2 6 7, A&ZA. 9 4 0 3 2 5 5. A 
&NZ. 2 6 0 5 0 5 , A 



7 - 2 1 5 9 6 6, A 7DXh iji-y 4 'y^-tfls— r, F) 

8fl. 1 9 9 5 (0 8. 0 8. 9 5) , iX&EP, 5 3 5 9 2 5 , A 1 &C 



J P. 
. 8. 

A. 20793 7 6. A 



J P. 7 - 2 2 4 0 6 3. A WW 
, 2 2. 8fl. 1 9 9 5 (2 2. 0 8. 
CA, 2 0 7 9 3 7 5. A 



9 5). £X&EP. 535926. A 1 & 



1 - 8 



1 - 8 



1-8 



0 c«©« sic nri,>*« 



TAj ttKM*©*.&:fcittT?tttt<, -«KJtt«*KS*/irr 
fc© 

TEj *'rr*ittT?tt*Si<, B»ttiliBE*»K£S*ft/r(> 
© 

x« <se&*#*-) 
roj □actiM*, mm> m7r&tz%&.tZ*M 
rpj SISmiiSBB5T. *oflMMt©£3g©S»t/x«5tiiH 



©B©&ca*$*ifc:£K 

idemmefzib^mi-i t>© 
rxj w»cH*©*iXittT*oT, s»X«©*7?»ifl 

TYJ §CBja©*«^«T*oT, Sfidfcttttt© 1 £1 

«t •» xii*tt*</i i» 6 ft* t>© 
r&j s-/«f- > h 7 r 5 -xi* 



2 5. 0 4. 9 7 



g£SMEtt£©&j&B 



07.05.97 



IRH3»M©«f*Xtf*Tfc 

B*S1MlfJT (I SA/J P) 
KfllS"^ loo 



4C 



9 15 9 



«liS^- 03-3581-1101 F*3» 3 4 5 4 



»^PCT/I SA/2 1 0 (*2'<-i;) ( 1 9 9 2*f7£) 



SKHSffig 



SBdJB8# PCT/JP97/00366 



— mti 



J P. 

0 0 



5 
2 
0 
3 

6. 



6 0-2095 
1 9 8 5 (2 2. 1 
0 5 9. A&NO. 
6 6 7 2, A&F I 
3 9, A&E S. 8 
9 9 1. A&RO. 
. A& I L, 8 5 1 
A&P 1 , 8 9 0 4 



4, A (77"f if- r/3-iHKf7l-'), 2 2. 1 
0. 
8 5 



8 5) , ±X&EP, 1 
0 1 0 5 4. A&DK. 
, 8 5 0 1 0 6 9. A&PT. 8 
6 0 3 4 0 8. A&CS. 850 
9 0 9 5 2, A&CN. 8 5 0 1 
3 0. A&CA. 1 2 5 1 4 4 1 
5 4 0. A&J P. 4 - 2 3 5 1 



6 6 
5 0 



0 3. A&AU. 8 5 
12 13. A&US. 

0 117. A&DD. 2 

1 9 2 0. A&ZA. 8 
0 2 8. A& I L. 7 4 
, A&SU. 1 4 4 5 5 
6 5. A 



1 - 8 



«5£PCT/I 



SA/2 10 (*2'<-i;cDtt*) (1 9 9 2*£7fl) 



